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(57) Abstract 

Compounds having 
Formula (I), are useful 
for partially or fully 
antagonizing, repressing, 
agonizing, or modulating 
the glucocorticoid 
receptor and treating 
immune, autoimmune and 
inflammatory diseases in a 
mammal. Also disclosed are 
pharmaceutical compositions 
comprising compounds of 
Formula (I) and methods 
of inhibiting immune or 
autoimmune diseases in a mammal. 
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Technical Field 

The present invention relates to glucocorticoid receptor-selective benzopyrano[3,4- 
flquinolines that are useful for treating immune or autoimmune diseases, to pharmaceutical 
compositions comprising these compounds, and to methods of inhibiting inflammation, 
infl amatory disease, immune, and autoimmune diseases in a mammal. 

Background of The. Invention 

Intracellular receptors (IR's) are a class of structurally related proteins involved in the 
regulation of gene expression. The steroid hormone receptors are a subset of this superfamily 
whose natural ligands are typically comprised of endogenous steroids such as estradiol, 
progesterone, and Cortisol. Man-made ligands to these receptors play an important role in human 
health and, of these receptors, the glucocorticoid receptor (GR) has an essential role in regulating 
human physiology and immune response. Steroids which interact with GR have been shown to be 
potent antiinflammatory agents. Despite this benefit, steroidal GR ligands are not selective. Side 
effects associated with chronic dosing are believed.to be the result of cross-reactivity with other 
steroid receptors such as estrogen, progesterone, androgen, and mineralocorticoid receptors which 
have somewhat homologous ligand binding domains. 

Selective GR modulators (e.g. repressors, agonists, partial agonists and antagonists) of the 
present disclosure can be used to influence the basic, life-sustaining systems of the body, including 
carbohydrate, protein and lipid metabolism, and the functions of the cardiovascular, kidney, central 
nervous, immune, skeletal muscle, and other organ and tissue systems. In this regard, prior art GR 
modulators have proven useful in the treatment of inflammation, tissue rejection, auto-immunity, 
various malignancies, such as leukcmias and lymphomas, Cushing's syndrome, acute adrenal 
insufficiency, congenital adrenal hyperplasia, rheumatic fever, polyarteritis nodosa, granulomatous 
polyarteritis, inhibition of myeloid cell lines, immune proliferation/apoptosis, HPA axis 
suppression and regulation, hypercortisolemia, modulation of the Thl/Th2 cytokine balance, 
chronic kidney disease, stroke and spinal cord injury, hypercalcemia, hypergylcemia, acute adrenal 
insufficiency, chronic primary adrenal insufficiency, secondary adrenal insufficiency, congenital 
adrenal hyperplasia, cerebral edema, thrombocytopenia, and Liule's syndrome. 

GR modulators are especially useful in disease states involving systemic inflammation such 
as inflammatory bowel disease, systemic lupus erythematosus, polyartitis nodosa, Wegener's 
granulomatosis, giant cell arteritis, rheumatoid arthritis . osteoarthritis, hay fever, allergic rhinitis, 
urticaria, angioneurotic edema, chronic obstructive pulmonary disease, asthma, tendonitis , bursitis. 
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Crohn's disease, ulcerative colitis, autoimmune chronic active hepatitis, organ transplantation, 
hepatitis, and cirrhosis. GR active compounds have also been used as immunostimulants and 
repressors, and as wound healing and tissue repair agents. 

GR modulators have also found use in a variety of topical diseases such as inflammatory 
scalp alopecia, panniculitis, psoriasis, discoid lupus erythematosus, inflamed cysts, atopic 
dermatitis, pyoderma gangrenosum, pemphigus vulgaris, bullous pemphigoid, systemic lupus 
erythematosus, dermatomyositis, herpes gestationis, eosinophilic fasciitis, relapsing polychondritis, 
inflammatory vasculitis, sarcoidosis, Sweet's disease, type 1 reactive leprosy, capillary 
hemangiomas, contact dermatitis, atopic dermatitis, lichen planus, exfoliative dermatitus, erythema 
nodosum, acne, hirsutism, toxic epidermal necrolysis, erythema multiform, cutaneous T-cell 
lymphoma. 

Selective antagonists of the glucocorticoid receptor have been unsuccessfully pursued for 
decades. These agents would potentially find application in several disease states associated with 
Human Immunodeficiency Virus (HIV), cell apoptosis. and cancer including, but not limited to, 
Kaposi's sarcoma, immune system activation and modulation, desensitization of inflammatory 
responses. IL-1 expression, anti-retroviral therapy, natural killer cell development, lymphocytic 
leukemia, and treatment of retinitis pigmentosa. Cogitive and behavioral processes are also 
susceptible to glucocorticoid therapy where antagonists would potentially be useful in the treatment 
of processes such as cognitive performance, memory and learning enhancement, depression, 
addiction, mood disorders, chronic fatigue syndrome, schizophrenia, stroke, sleep disorders', and 
anxiety. 

Summary of Tht> Tnv ?n t 1 >t 1 

In one embodimentof the present invention are compounds represented by 
Formula I 

J* 




I. 

or a pharmaceutical^ acceptable salt or prodrug thereof, where 
Ri is -Li-R A where Li is selected from 

(1) a covalent bond, 

(2) -O-, 

(3) -S(Q) r where t is 0, 1 , or 2, 



WO 99/41256 PCT/US99/03127 

(4) -C(X)- f 

(5) -NR7- where R7 is selected from 

(a) hydrogen, 

(b) aryl 

(c) cycloalkyl of three to twelve carbons, 

(d) alkanoyl where the alkyl pan is one to twelve carbons, 

(e) alkoxycarbonyl where the alkyl part is one to twelve carbons, 

(f) alkoxycarbonyl where the alkyl part is one to twelve carbons and is 
substituted by 1 or 2 aryl groups, 

(g) alkyl of one to twelve carbons, 

(h) alkyl of one to twelve carbons substituted with 1 or 2 substituents 
independently selected from 

(i) aryl and 

(ii) cycloalkyl of three to twelve carbons, 

(i) alkenyl of three to twelve carbons, 

provided that a carbon of a carbon-carbon double bond is not 
attached directly to nitrogen, 
(j) alkynyl of three to twelve carbons, 

provided that a carbon of a carbon-carbon triple bond is not 
attached directly to nitrogen, 

(6) ^NRsC(X)NR 9 - where X is O or S and Rg and R 9 are independendy 
selected from 

(a) hydrogen, 

(b) aryl, 

(c) cycloalkyl of three to twelve carbons, 

(d) alkyl of one to twelve carbons, 

(e) alkyl of one to twelve carbons substituted with 1 or 2 substituents 
independently selected from aryl or cycloalkyl of three to twelve carbons, 

(0 alkenyl of three to twelve carbons, 

provided that a carbon of a carbon-carbon double bond is not 

attached directly to nitrogen, 
(g) alkynyl of three to twelve carbons, 

provided that a carbon of a carbon-carbon triple bond is not 

attached directly to nitrogen, 

(7) -X'C(X)- where X is previously defined and X' is O or S, 

(8) -C(X)X'-, 

(9) -X'C(X)X n - where X and X' are previously defined and X H is 



WO 99/41256 PCT/US99/03127 
Oor S, 





provided that when X is O. at least one ofX'orY" ien 


(10) 


-NR8C(X>, 


(11) 


-C(X)NR 8 -, 


(12) 


-NR8C(X)X*-, 


(13) 


-X'C(X)NRg., 


(14) 


-SO2NR8-, 


(15) 


-NR8SO2-. and 


(16) 


-NR8SO2NR9- 



where (6)-(16) are drawn with their right ends attached to R A and 
Ra is selected from 

(1) -OH, 

(2) -OG where G is a -OH protecting group, 

(3) -SH,. 

(4) -CO2R20 where R 2 o is hydrogen or alkyl of one to twelve carbons, 

(5) alkoxylcarbonyl, 

(6) -CN, 

(7) halo, 

(8) haloalkoxy of one to twelve carbons, 

(9) perfluoroalkoxy of one to twelve carbons, 

(10) -CHO, 

(11) -NR7R7 where R 7 is defined previously and R r is selected from 

(a) hydrogen, 

(b) aryl, 

(c) cycloalkyl of three to twelve carbons, 

(d) alkanoyl where the alkyl part is one to twelve carbons, 

(e) alkoxycarbonyl where the alkyl part is one to twelve carbons, 

(f) alkoxycarbonyl where the alkyl part is one to twelve carbons and is 
substituted by 1 or 2 aryl groups, 

(g) alkyl of one to twelve carbons, 

(h) alkyl of one to twelve carbons substituted with 1 or 2 substituents 
independently selected from 

(i) aryl and 

(ii) cycloalkyl of three to twelve carbons, 

(i) alkenyl of three to twelve carbons, 

provided that a carbon of a carbon-carbon double bond is not 
attached directly to nitrogen. 
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(j) alkynyl of three to twelve carbons, 

provided that a carbon of a carbon-carbon triple bond is not 
attached directly to nitrogen, 

(12) -C(X)NR 8 R9, 

(13) -OSQ2R1 1 where Ri 1 is selected from 

(a) aryl, 

(b) cycloalkyl of three to twelve carbons, 

(c) alkyl of one to twelve carbons, 

(d) alkyl of one to twelve carbons substituted with 1, 2, 3, or 4 halo 
substituents, and 

(e) perfluoroalkyl of one to twelve carbons, 

(14) alkyl of one to twelve carbons, 

(15) alkenyl of two to twelve carbons, 

provided that a carbon of a carbon-carbon double bond is not attached 
directly to Li when Li is other than a covalent bond, 

(16) alkynyl of two to twelve carbons, 

provided that a carbon of a carbon-carbon triple bond is not attached 
directly to Li when Li is other than a covalent bond, 
where (14), (15), and (16) can be optionally substituted with 1, 2, or 3 substituents 
independently selected from 

(a) alkoxy of one to twelve carbons, 

(b) -OH, 

provided that no two -OH groups are attached to the same carbon, 

(c) -SH, 

(d) thioalkoxy of one to twelve carbons, 

provided that no two -SH groups are attached to the same carbon, 

(e) -CN, 

(f) halo, 

(g) -CHO, 

(h) -NO2, 

(i) haloalkoxy of one to twelve carbons, 

G) perfluoroalkoxy of one to twelve carbons, 
(k) -NR7R7. 
(1) =NNR 7 R?\ 

(m) -NR7NR7R7- where R7 and R7 are defined previously and 
R7" is selected from 
(i) hydrogen, 
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(ii) aryl, 

(iii) cycloalkyl of three to twelve carbons, 

(vi) alkanoyl where the alkyl part is one to twelve carbons, 

(v) alkoxycarbonyl where the alkyl part is one to twelve carbons, 

(vi) alkoxycarbonyl where the alkyl part is one to twelve 
carbons substituted by 1 or 2 aryl groups, 

(vii) alkyl of one to twelve carbons, 

(viii) alkyl of one to twelve carbons substituted with 1 or 2 
substituents independendy selected from aryl or 
cycloalkyl of three to twelve carbons, 

(ix) alkenyl of three to twelve carbons, 

provided that a carbon-carbon double bond is not attached 
directly to nitrogen, and 

(x) alkynyl of three to twelve carbons, 

provided that a carbon-carbon triple bond is not attached 
directly to nitrogen, 
(n) -CO2R10 where Rio is selected from 

(i) aryl, 

(ii) aryl substituted with 1 , 2, or 3 alkyl of one to twelve carbon 
substituents, 

(ii) cycloalkyl of three to twelve carbons, 

(iii) alkyl of one to twelve carbons, and 

(iv) alkyl of one to twelve carbons substituted with aryl or 
cycloalkyl of three to twelve carbons, 

(o) -C(X)NR 8 R 9 , 
(p) =N-ORio, 
(q) =NRio, 
(r) -S(0) t Rio, 
(s) -X'C(X)Rio, 
(t) (=X), and 
(u) -OSO2R11, 

(17) cycloalkyl of three to twelve carbons, 

(18) cycloalkenyl of four to twelve carbons, 

provided that a carbon of a carbon-carbon double bond is not attached 
direcdy to Li when Li is other than a covalent bond, 
where (17) and (18) can be optionally substituted with 1, 2, 3, or 4 substituents 
independently selected from 
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(a) 


aJJCVl Of nnP fO t\lff*\\ff* POrKnnp 
""^y 1 wiiw ixf IWCIVC C al DOIiS , 


(b) 


aryl, 


(c) 


alkoXV Of On6 tO twelve rsrhnnc 


(d) 


halo, 


(e) 


alkoxycarbonyl where the alkyl group is one to twelve carbons, and 


(0 


-OH, 




provided that no two -OH groups are attached to the same carbon, 



(19) perfluoroalkyl of one to twelve carbons, 

(20) aryl, and 

(21) heterocycle 

where (20) and (21) can be optionally substituted with 1, 2, 3, 4, or 5 substituents 
independently selected from 

(a) alkyl of one to twelve carbons, 

(b) alkanoyloxy where the alkyl part is one to twelve carbons, 

(c) alkoxycarbonyl where the alkyl part is one to twelve carbons, 

(d) alkoxy of one to twelve carbons, 

(e) halo, 
(0 -OH, 

provided that no two -OH groups are attached to the same carbon, 

(g) thioalkoxy of one to twelve carbons, 

(h) perfluoroalkyl of one to twelve carbons, 

(i) -NR 7 R 7 \ 
(j) -CO2R10, 

(k) -OSO2R11, and 
0) (=X); 



R2. R3. and R4 are independently hydrogen or Ri; or 

Rl and R 2 together are -X*-Y*-Z*- where X* is -O- or -CH 2 -, Y* is -C(O)- or 
-(C(Ri2)(Ri3))v - where R12 and R13 are independently hydrogen or alkyl of one to twelve 
carbons and v is 1, 2, or 3, and Z* is selected from -CH 2 -, -CH 2 S(0) r , -CH 2 0-, 
-CH 2 NR 7 - B -NR7-, and -O-; 



L2 is selected from 

(1) a covalent bond, 

(2) alkylene of one to twelve carbons, 

(3) alkylene of one to twelve carbons substituted with 1 or 2 substituents 
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independently selected from 

(a) spiroalkyl of three to eight carbon atoms, 

(b) spiroalkenyl of five or eight carbon atoms, 

(c) oxo, 

(d) halo, and 

(e) -OH. 

provided that no two -OH groups are attached to the same carbon, 

(4) alkynylene of two to twelve carbons, 

(5) -NR7-, 

(6) -C(X)-, 

(7) -O-, and 

(8) -S(0) r ;and 

R5 is selected from 

(1) halo, 

(2) hydrogen, 

(3) -C(=NR 7 )ORio, 

(4) -CN, 

provided that when R 5 is (1), (2), or (3), L 2 is a covalent bond, 

(5) alkyl of one to twelve carbons, 

(6) alkynyl two to twelve carbons, 

provided that a carbon of a carbon-carbon triple bond is not attached direcdy 
to L3 when L3 is other than a covalent bond, 

(7) cycloalkyl of three to twelve carbons, 

(8) heterocycle, 

(9) aiyl 

where (5)-(9) can be optionally substituted with 1, 2, 3, 4, or 5 substituents 
independently selected from 



(a) 


-OH, 




provided that no two -OH groups are attached to the same carbon, 


(b) 


-SH, 




provided that no two -SH groups are attached to the same carbon. 


(c) 


-CN, 


(d) 


halo, 


(e) 


-CHO, 


(0 


-NO2, 


(g) 


haloalkoxy of one to twelve carbons, 



perfluoroalkoxy of one to twelve carbons, 
-NRS'R^ where Rg- and Rq- are selected from 

(i) hydrogen, 

(ii) alkanoyl where the alkyl part is one to twelve carbons, 

(iii) alkoxycarbonyl where the alkyl part is one to twelve carbons, 

(iv) alkoxycarbonyl where the alkyl part is one to twelve carbons 
and is substituted with 1 or 2 phenyl substituents, 

(v) cycloalkyl of three to twelve carbons, 

(vi) alkyl of one to twelve carbons, 

(vii) alkyl of one to twelve carbons substituted with 1, 2, or 3 
substituents independently selected from 

alkoxy of one to twelve carbons, 
cycloalkyl of three to twelve carbons, 
aryl, and 

alkoxycarbonyl where the alkyl group is one to twelve 
carbons, 

(viii) alkenyl of three to twelve carbons, 

provided that a carbon of a carbon-carbon double bond is 
not direcdy attached to nitrogen, 

(ix) alkynyl of three to twelve carbons, 

provided that a carbon of a carbon-carbon triple bond is not 
directly attached to nitrogen, 

(x) -C(0)NRxRy where Rx and Ry are independently selected 
from hydrogen and alkyl of one to twelve carbons, 

(xi) alkoxy of one to twelve carbons, 

(xii) aryl, and 

(xiii) aryl substituted with 1, 2, 3, 4, or 5 substituents 
independently selected from 

alkyl of one to twelve carbons, 

alkanoyloxy where the alkyl part is one to twelve carbons, 

alkoxycarbonyl where the alkyl part is one to twelve carbons, 

alkoxy of one to twelve carbons, 

halo, 

-OH 

provided that no two -OH groups are attached to the same 
carbon, 

thioalkoxy of one to twelve carbons, 
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perfluoroalkyl of one to twelve carbons, 

-NR 7 R 7 % 

-CO2R10. 

-OS02Rn,and 

(=X), or 

R8» and R9» together with the nitrogen atom to which they are 
attached form a ring selected from 

(i) aziridine, 

(ii) azetidine, 

(iii) pyrrolidine, 

(iv) piperidine, 

(v) pyrazine, 

(vi) morpholine, 

(vii) phthalimide, 

(viii) thiomorpholine, and 

(ix) thiomorpholine sulfone 

where (i)-(ix) can be optionally substituted with 1, 2, or 3 alkyl of 

one to twelve carbon substituents, 
(j) =NNR 8 'R 9 ', 
(k) -NR7NR8R9, 
(1) -CO2R8, 
(m) -C(X)NR 8 R 9 ', 
(n) =N-OR 8 , 
(o) =NR 8 , 
(p) -S(O) t Ri0, 
(q) -X f C(X)R 8 , 
(r) (=X), 

(s) -0-(CH2) q -Z-Rio where Rio is defined previously, q is 1, 2, or 3, 

and Z is O or -S(0) r , 
(t) -OC(X)NR 8 'R9'> 
(u) -OSO2R11, 

(v) alkanoyloxy where the alkyl group is one to twelve carbons, 
(w) -LbR30 where Lb is selected from 

(i) a covalent bond, 

(ii) -O-, 

(iii) -S(0) r , and 

(iv) -C(X)- and 



-10- 



10 
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R30 is selected from 

(i) alkyl of one to twelve carbons, 

(ii) alkenyl of one to twelve carbons, 
provided that a carbon of a carbon-carbon double bond is not 
attached directly to L B when L B is other than a covalent bond, 

(iii) alkynyl of one to twelve carbons, 
provided that a carbon of a carbon-carbon triple bond is not 
attached directly to Lb when Lb is other than a covalent bond, 

where (i), (ii), and (iii) can be optionally substituted with 
cycloalkyl of three to twelve carbons, 
-OH, 

provided that no two -OH groups are attached to the same 

carbon, 

halo, 

15 alkoxy of one to twelve carbons, 

thioalkoxy of one to twelve carbons, 
-NR 8 'R 9 ., 

-0-(CH 2 ) q -Z-Rio, 

alkoxycarbonyl where the alkyl group is one to twelve 
20 carbons, 

alkanoyloxy where the alkyl group is one to twelve 
carbons, 

-NR7SC>2-(alkyl of one to twelve carbons), 
-OS02-(alkyl of one to twelve carbons), 
25 aryl, and 

heterocycle, 

(iv) aryl, 

(v) aryl substituted with 1, 2, 3, 4, or 5 substituents 
independently selected from 

3° alkyl of one to twelve carbons, 

halo, 

-NO2, and 
-OH, 

provided that no two -OH groups are attached to the 
35 same carbon, 

(vi) heterocycle, and 

(vii) heterocycle substituted with 1, 2, 3, 4, or 5 substituents 



-11- 
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independently selected from 

alkyl of one to twelve carbons, 
halo, 

-NO2, and 
-OH, 

provided that no two -OH groups are attached to the 
same carbon, 



(x) -X'C(X)X w Rio, 

(y) -NHC(0)NHNH 2 > 

(z) alkenyl of two carbons, 

(aa) -C(=NR 7 )ORio, and 

(bb) -NR 7 (X)NR 8 .R 9 % 



provided that when R 5 is (9), L 3 is other than -NR7- or -O-, 

where the carbon-carbon double bond is in the Z or E configuration, and 

Rl9. R20» and R21 are independently selected from 

(a) hydrogen, 

(b) halo, 

(c) alkoxycarbonyl where the alkyl group is of one to twelve carbons, 

(d) alkyl of one to twelve carbons, and 

(e) alkyl of one to twelve carbons substituted with 

(i) alkoxy of one to twelve carbons, 

(ii) -OH, 



provided that no two -OH groups are attached to the same 
carbon, 



provided that no two -SH groups are attached to the same 



carbon, 

(iv) -CN. 

(v) halo, 

(vi) -CHO, 

(vii) -N0 2 , 

(viii) haloalkoxy of one to twelve carbons, 

(ix) perfluoroalkoxy of one to twelve carbons, 

(x) -NRg'R 9 ' 




(iii) -SH, 



-12- 



WO 99/41256 



PCT/US99/03127 



(xi) 


=NNRg-R9-, 


(xii) 


-NR7NR8-R9', 


(xiii) 


-CO2R10. 


(xiv) 


-C(X)NR8R9-, 


(XV) 


=N-ORio. 


(xvi) 


=NRio, 


(xvii) 


-S(0) t Rio, 


(xviii) 


-X'C(X)Rio, 


(xix) 


(=X), 


(XX) 


-O-(CH2)q-Z-Ri 0 , 


(xxi) 


-OC(X)NR8R9% 


(xxii) 




(xxiii) 


alkanoyloxy where the alkyl group is one to twelve carbons, 


(xxiv) 


-OS02Rn.and 


(XXV) 


-NR7(X)NR 8 'R9-, or 



R20 and R21 together are selected from 

(a) cycloalkyl of three to twelve carbon atoms, 

(b) cycloalkenyl of four to twelve carbon atoms, and 



(11) cycloalkenyl of four to twelve carbons 

where the cycloalkenyl group or the ring formed by R20 and R21 together can be 
optionally substituted with one or two substituents independently selected 



(a) alkoxy of one to twelve carbons, 

(b) -OH, 

provided that no two -OH groups are attached to the same carbon, 

(c) -SH, 

provided that no two -SH groups are attached to the same carbon. 

(d) -CN, 

(e) halo, 
(0 -CHO, 

(g) -NO2, 

(h) haloalkoxy of one to twelve carbons, 

(i) perfluoroalkoxy of one to twelve carbons, 



(c) 



23 (allene) where R22 and R23 are independently 
hydrogen or alkyl of one to twelve carbons, and 




from 
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0) -NR 8 'R 9 - 
(k) =NNR 8 R^, 
(1) -NR 7 NR 8 'R 9% 
(m) -CO2R10, 
5 (n) -C(X)NR g R 9 ., 

(o) =N-ORio. 

(p) =NR ]0 , 

(q) -S(0),Rio, 

(r) -X'C(X)Ri 0 , 

10 (s) (=X), 

(t) -O-(CH 2 )q-Z-Ri 0 , 

(u) -OC(X)NR 8 R 9 ., 

(v) -L B R30, 

(w) alkanoyloxy where the alkyl group is one to twelve carbons, 

15 (x) -OSOzRii.and 

(y) -NR 7 (X)NR 8 .R 9 .; 

R« is hydrogen or alkyl of one to twelve carbon atoms; or 

20 -L2-R5 and R« together are selected from 

(1) =0, 

(2) ^ where 8 is 1 , 2, 3, or 4 and A is selected from 

(a) -CH 2 -, 

(b) -O-, 

25 (c) -S(0) t , and 

(d) -NR 7% and 



^^26 



R 1 

(3) 26 where the carbon-carbon double bond can be in the E or Z 

configuration and R26 and R26' are independently selected from 
30 (a) hydrogen, 

(b) alkenyl of three to twelve carbons, 

(c) aryl, 

(d) heterocycle, 

(e) alkyl of one to twelve carbons. 
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(f) cycloalkyl of three to twelve carbons, 

(g) cycloalkenyl of four to twelve carbons, and 

(h) cycloalkenyl of four to twelve carbons where (a)-(f) can be optionally 
substituted with 1, 2, 3, 4, or 5 substituents independently 
selected from 

(i) alkoxy of one to twelve carbons, 

(ii) -OH, 

provided that no two -OH groups are attached to the same 
carbon, 

(iii) -SH, 

provided that no two -SH groups are attached to the same 
carbon, 

(iv) -CN, 

(v) halo, 

(vi) -CHO, 

(vii) -NO2, 

(viii) haloalkoxy of one to twelve carbons, 
(be) perfluoroalkoxy of one to twelve carbons, 

(x) -NR 8 R 9 - 

(xi) =NNR 8 R 9% 

(xii) -NR 7 NR 8 .R 9 ., 

(xiii) -CO2R10, 

(xiv) -C(X)NR 8 R9-, 

(xv) =N-ORio, 

(xvi) =NRio, 

(xvii) -S(O),Ri 0 , 

(xviii) -X'C(X)Rio, 

(xix) (=X). 

(xx) -O-(CH 2 )q-Z-Ri 0 , 

(xxi) -OC(X)NR 8 -R<y, 

(xxii) -LbR30. 

(xxiii) alkanoyloxy where the alkyl group is one to twelve carbons, 

(xxiii) -OSO2R11, and 

(xxiv) -NR 7 (X)NR 8> R 9 .; 

Rl« and Ri«> are independently hydrogen or alkyl of one to six carbons; or 
Rl6 and Rig- together are alkenyl of two carbons; 



-15- 



WO 99/41256 



PCT/US99/03127 



a broken line represents the optional presence of a double bond, 

provided that when Ri 6 and R t6 < together are alkenyi of two carbons, the double 

bond is not present; 

Y is selected from carbon, nitrogen, and N + (=0"); 

Rl7 is absent or hydrogen or alkyl of one to six carbons, 

provided that when the double bond is present, and Y is nitrogen or N + (=0-), R i7 is 
absent; and 

Rl8 and R\s< are independently hydrogen or alkyl of one to six carbons; or 
Ri8 and R 18 - together are a cycloheteroalkyl ring or a cycloalkyl ring of three to 
eight carbons. 

In another embodiment of the invention are disclosed compounds of Formula H 



or a pharmaceutical^ acceptable salt or prodrug thereof, where 
Rl. R2f R3» R4, R5. R6t and L2, are defined above. 

In another embodiment of the invention are disclosed compounds of Formula m 



or a pharmaceutical^ acceptable salt or prodrug thereof, where 
Rl» R2. R3. R4. R5, R6» and L 2 , are defined above. 

In another embodiment of the invention are discolsed compounds of Formula IV 




H 




H 



III, 
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IV, 

or a pharmaceutically acceptable salt or prodrug thereof, where 

Y is nitrogen or N + (=0 _ ), and 

Ri» Rs» R6t and L2, are defined above. 

In another embodiment of the invention are disclosed compounds of Formula V 




or a pharmaceutically acceptable salt or prodrug thereof, where 
Rl, R5, and L2, are defined above; 

Rl6 and R17 are independently hydrogen or alkyl of one to six carbons; and 

Rl8 and Ri8» are independently hydrogen or alkyl of one to six carbons; or 
Rl8 and Ri8» together are a cycloheteroalkyl ring or a cycloalkyl ring of three to 
eight carbons; 

In another embodiment of the invention are disclosed methods of selectively partially 
antagonizing, antagonizing, agonizing or modulating the glucocorticoid receptor. 

In another embodiment of the invention are disclosed methods of treating diseases 
comprising administering an effective amount of a compound having Formula I. 

In yet another embodiment of the invention are disclosed pharmaceutical 
compositions containing compounds of Formula I. 

Compounds of this invention include, but are not limited to, 
2,5-dihydro- 10-methoxy-2,2,4-tri^ 
lH-[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-2,2,4-trimethyl-5-(2-propenyl)-lH-[l]benzopyrano[3 1 4- 
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fjquinoline, 

2,5-dihydro-2.2AN-tetrainethyl-5-(2-propenyl)-lH-[l]benzopyrano[3.4-f]quinolin-10- 
amine, 

methyl 2,5-dihydro-2.2.4-trimethyl-5-(2-p ro pen y l)-lH-[l]ben Z opyrano[3.4-f]quinoUne- 
10-carboxylate, 

l<>^enyl-2,5-dmydro-2,2,4-triroethyl^^ 

10-ethynyl-2,5-dihydro- 10-methoxy-2,2,4-trimethyl-5-(2-propenyl)- 1H- 
[ 1 ] benzopyrano [3 ,4- fjq uinoline, 

2,5-dihydro-2^,4-trimethyl-5-phenyl. lH-[l]benzopyrano[3.4-f]quinoUn- lO-ol, 

10-(difluoromethoxy)-2,5-dihydro-2^,4-trimethyl-5-(2-propenyl)- 1H- 
[ l]benzopyrano[3,4-f]quinoline, 

10-ethoxy-2,5-dihydro-2.2Atrimemyl-5-phenyl-lH-[l]ben Z opyrano[3,4-f]quinoline, 

2,5-dihydro-2,2,4-trimemyl-5-phenyl-lH-[l]benzopyrano[3,4-f]quinoIine-10-ol 
acetate (ester), 

5K3-brorao-5-raemylphenyl)-2,5-dihydro-10-memoxy-2,2,4-trimethyl-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

3K2,5-dihydro.l0-methoxy-2.2,4-tri m ethyl-lH-[l]benzopyrano[3,4-0quinolin-5-yl)- 
phenol,acetate (ester), 

3K2,5-dmydro-10-methoxy-2,2,4-trimemyl-lH^l]benzopyrano[3,4-i]quinolm-5-yl)- 
phenol, 

2,5-dmydro-10-methoxy-2,2,4-trimethyl-5-[[3-(raethylthio) m ethoxy]phenyl]-lH- 
[l]benzopyrano[3,4-f]quinoline, 

[3<2,5-dihydro-10-methoxy-2,2,4-trimethyM^^ 
phenyl] dimethylcarbamate, 

5-[3-(2-furanyl)-5-methylphenyl]-2,5-dihydro-10-methoxy-2,2,4-triraethyl-lH- 
[l]benzopyiano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-2 t 2,4-triraethyl-5-[3-methyl-5-(l-morpholinyl)phenyl]-lH- 
[l]benzopyrano[3,4-fJquinoline, 

2,5-dihydro-10-methoxy-2.2,4-trimethyl-5-(phenylmethylene)-lH-[l]benzopyrano[3,4- 
fjquinoline, 

5-(3^-dichIorophenyl)-2,5-dihydro-10-methoxy-2,2.4-trimethyl-lH-[l]benzopyrano[3,4- 
fjquinoline, 

5-butyl-2,5-dihydro- 10-raethoxy-2,2,4-trimethyl- lH-[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-2,2,4-trimethyl-5-[3-(trifluorornethyl)phenyl]-lH- 
[ l]benzopyrano[3,4-fJquinoline, 

2,5-dmydro.lO- m ethoxy-5-(4-memoxyphenyI)-2,2,4-trimethyl-lH-[l]benzopyrano[3,4- 
fjquinoline, 
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5-(3s;hlorophenyl)-2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH-[l]benzopyrano[3,4- 
fjquinoline, 

2,5-dmydn>-10-methoxy-2,2,4-trimethyl-5K3-methylphenyl).lH-[l]benzopyrano[3.^ 
fjquinoline, 

(± )-2,5-dihydro- 10-raethoxy-2,2,4-trimethyI-5-phenyl- lH-[ l]benzopyrano[3,4- 
fjquinoline, 

(± )-2,5-dihydro- 10-methoxy-2,2,4-trimethyl-5-phenyl-lH-[l ]benzopyrano[3,4- 
fjquinoline, 

5-(3,3-dimethylphenyl)-2,5-dihydro- 10-methoxy-2,2,4-trimethyl- lH-[ l]benzopyrano[3,4- 
fjquinoline, 

5-(4-chlorophenyl)-2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH-[l]benzopyrano[3,4- 
fjquinoline, 

5-(3,4-dimethylphenyl)-2,5-dihydro- 10-methoxy-2,2,4-trimethyl- 1 H- 
[l]benzopyrano[3,4-f]quinoline, 

5-(4-fluorophenyl)-2,5-dihydro-10-methoxy-2^,4-trimethyl-lH-[l]benzopyrano[3,4- 
fjquinoline, 

5-[3,5-bis(trifluoromethyl)phenyl]-2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

(->5-(3,5-dichlorophenyl)-2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4-f]quinoline, 

(+)-5-(3,5-dichlorophenyl)-2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

5-(3^-difluorophenyl)-2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH-[l]benzopyrano[3,4- 
fjquinoline, 

2,5-dihydro- 10-methoxy-2,2 AN-tetramethyl-N-phenyl- lH-[ l]benzopyrano[3.4- 
f]quinolin-5-amine, 

(-)2,5-dihydro-10-methoxy-2,2,4-trimethyl-5-(2-propenyl)-lH-[l]benzopyrano[3,4- 
fjquinoline, 

(+)-2,5-dihydro-10-methoxy-2,2,4-trimethyl-5-(2-propenyl)-lH-[l]benzopyrano[3,4- 
fjquinoline, 

2,5-dihydro.lO-methoxy-2,2,4-trimeihyl-lH-[l]benzopyrano[3,4-flquinoline, 

4-(2,5-dihydro-10-raethoxy-2,2,4-trimethyl-lH-[l]benzopyrano[3.4-f]quinolin-5-yl)-N,N- 
dimethylbenzenamine, 

2,5-dihydro-10-methoxy-2,2,4-trimetoyl-5^ 
fjquinoline, 

2,5-dihydrD-10-methoxy-2,2,4-uimethyl-5-(5-propyl-2-thienyl)-lH-[l]benzopyrano[3,4- 
fjquinoline. 
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2,5-dihydro-10-metto^ 

[ l]benzopyrano[3,4-f]quinoline, 

l-(2,5-dihydro-10-methoxy-2,2,^ 

dimethyl-2-butanone, 

2,5Klihydn>-10-methoxy-2,2A^ 

carbonitrile, 

1- (2,5^ihydro-10-methoxy-2,2,4- 
propanone, 

me%l-2,5-dihydro- 10-methoxy^ 
acetate, 

2- (2,5^mydro-10-methoxy-2^ f 4-trimethyl-lH-[l]benTO^ 
phenylethanone, 

5-[2-(chloromethyl)-2-propenyl]-2,5-dihydrc^ 

[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-lCMnethoxy-2,2,4-trirae^ 

5-propanol, acetate (ester), 

2,5^ihydro- 10-methoxy-2,2,4-^ 

f]quinoline, 

5-(3-fluoro-4-methylphenyl)-2,5-d^ 
[ 1 ]benzopyrano[3,4-f]quinoline, 
5-(3-bromophenyl)-2,5-dihydro-l(>methoxy 
£]quinoline, 

2,5-dihydro-10-methoxy-2,2,4-trimeta^^ 
f]quinoline, 

2,5-dihydro-10-methoxy-2,2,4-trimethyl^ 

5-(4-fluorophenyl)-2,5-dihydro- 10-methoxy-2,2,4-trimethyl- lH-[ l]benzopyrano[3,4- 
fjquinoline, 

5-(3-fluorophenyl)-2,5-dihydro- 10-methoxy-2,2,4-trimethyl- lH-[ l]benzopyrano[3,4- 
fjquinoline, 

2,5-dihydro-10-methoxy-2,2,4,5-tetra^^ 

2,5-dihydro-10-methoxy-2,2,4HrimethyM^ 

fjquinoline, 

2,5-dihydro- 10-methoxy-2,2,4-trimethyl-5-(2-methylpropyl> lH-[ l]benzopyrano[3,4- 
fjquinoline, 

5-ethyl-2,5-dihydro- 1 0-methoxy-2,2,4-trimethyl- 1 H-[ 1 ]benzopyrano[3,4- fjquinoline, 

2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH41]benzopyrano[3,4-nquinoline-5- 
carboximidic acid ethyl ester, 
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2,5-dihydro-10-me^ lH-[l]benzopyrano[3,4-f]quinoline- 
5-propanol, 

2.5-dihydro-10-methoxy-2,2,4,N,N-pento^^ 
acetamide, 

2,5-dihydro-10-methoxy-2,2,4,N,^^ 
ethanamine, 

N-cyclopropyl-2,5-dihydro- 10-methoxy-2,2,4-trimeihyl-lH-[l]benzopyrano[3,4- 
f]quinoline-5-acetamide, 

2,5-dihydro- 10-methoxy-2,2,4-trimethyl-5-(2-propynyl)- lH-[l]benzopyrano[3,4- 
flquinoline, 

5-(2,5-dihydro-10-methoxy-2,2,4-trta^ 
2(5H)-furanone, 

5-(3-butenyl)-2,5-dihdyro- 10-methoxy-2,2 ,4-trimethyl- lH-[ l]benzopyrano[3,4- 
flquinoline, 

2>dihydro- 10-methoxy-2£ 

10-ethyl-2,5-dihydro-2,2,4-t^ 

2,5-dihydn>2,2,4,10-tetrametayl-5-pte^ 

5-(3,5-dichlorophenyl)-10-ethyl-2,5^ 

flquinoline, 

5-(3,5-dicMorophenyl)-2,5-dihydro-2,2,4,^ 
f]quinolin-10-amine, 

5-(3,5-dichlorophenyl)-2,5-dihydro-2 f 2,4-trimethyl-N-(2-propenyl)-lH- 

[l]benzopyrano[3,4-f]quinolin-10-amine, 

2,5-dihydro-2.2,4-trimethyl-5-phenyM^ 

flquinoline, 

2,5-dihydro-2,2,4-trimethyl-5-phenyH0-(2-propenyloxy)- 1 H- [ 1 ]benzopyrano[3,4- 
fjquinoline, 

2,5-dihydro-2,2,4-trimethyl-5-(2-propenyl)- lH-[ l]benzopyrano[3,4-f]quinoline- 10- 
methanol, 

2,5-dihydro-2,2,4.trimethyl-5-(2propenyl)- 1 H-[ 1 ]benzopyrano[3,4-f]quinoline- 10- 
carboxylic acid, 

5-(3,5-dichlorophenyl)-10-ethoxy-2,5-dihy^ 
flquinoline, 

5-(3,5-dichlorophenyl)-2,5-dihydro-^ 
ol, 

5-(3,5-dichlorophenyl)-2,5-dihydro-2,2,4-tri^^ 
y I] methy lcarbonate, 
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2, 5-dihydro-2,2,4-trimelhyl-5-(2.propenyl)- 1 H-[ l]benzopyrano[3,4-f]quinolin- lO-ol, 

10-(bromodifluoromethoxy)-2,5-dih^^ 

[l]benzopyrano[3,4-flquinoline, 

[3-(2,5-dihydro- 10-methoxy-2,2,4-trimethyl- lH-[l]benzopyrano[3,4.f]quinoiin-5-yl)- 

phenyl] methylcarbonate, 

2,5^ihydro-10-methoxy-5K3-meto^ 

fjquinoline, 

2,5^ydio-10-methoxy-2,2,4-trimeft^^ 

[l]benzopyrano[3,4-flquino!ine, 

2,5-dihydro- 10-methoxy-2^^ 

[l]benzopyrano[3,4-f]quinoline, 

M3-(cyclopropylmethoxy)phenyl]-2,5-dihydn>-^ 

[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-2,2,4-tri^^ 

tl]benzopyrano[3,4-f]quinoline, 

5-(3-hexyloxyphenyl)-2,5-dihydro- 10-methoxy-2,2,4-trimethyl- lH-[ 1 ]benzopyrano[3,4- 
flquinoline, 

5-[3-(2 t 4-dinitrophenoxy)phenyI]-2,5-dihydro-10-methoxy-2 t 2Atrim 
[l]benzopyrano[3,4- fjquinoline, 

2,5-dihydro- 10-methoxy-2 f 2,4-trimethyl-5-[3-(2-propynyloxy)phenyl]- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

3- (2,5niihydro-10-methoxy-2,2,4-rt^ 
yl)phenol, 4-methylbenzenesulfonate (ester), 

4- (2,5-dihydro-10-methoxy-2,2,4-trime^ 
yl)phenolacetate (ester), 
4-(2 t 5-dihydro- 10-methoxy-^^^ 

phenol, 

2,5-dihydro-10-methoxy-2,2,4-trimeto^^ 
[l]benzopyrano[3,4-f]quinoline, 
[4-(2,5-dihydro-10-methoxy-2,2,4-uim^ 
yl)phenyl] dimethylcarbamate, 

2,5-dihydro- 10-meUioxy-2 ? 2,4-trimethyl.5-[4-(phenylmethoxy)phenyl]. 1 H- 
[l]benzopyrano[3 f 4-f]quinoline, 

2,5-dihydrchlO-methoxy-2,2,4-trimethyl-5-t3KmethoxymeA 
[l]benzopyrano[3,4-f]quinoiine, 

[(2,5-dihydro-10-methoxy.2,2,4.trimethyl-lH-[l]benzopyrano[3,4-Oquin 
1 -morpholinecarboxylate. 
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2,5-dihydro- lO-methoxy-2,2,^ 
[l]benzopyrano[3,4-f]quinoline, 
O-[3-(2,5^ihydro-10-methoxy-2^ 
yl)phenyl] ester, 

2,5-dihydn>-10-methoxy-2,2,4-ri^ 
[ l]benzopyrano[3,4-f]quinoline, 

0- [3-(2,5-dihydro- 10-methoxy-2 f 2,4-trimethyl- 1 H-[ l]benzopyrano[3,4-f]quinolin-5- 
yl)phenyl] methylcarbonothioate, 
[3-(2,5-dihydro-10-methoxy-2,2^^ 

yl)phenyl] trifluoromethanesulfonate, 
M3-(4,5-dihydro^,4-dimethyl-2-oxazolyl)phe^^^ 
trimethyl- lH-[ l]benzopyrano[3,4-f]quinoline, 
ethyl 3-(2,5-dihydro-10-raethoxy-2,2,4-trime^ 
yl)benzoate, 

3-(2,5-dihydro-10-methoxy-2,2,4-trime^ 
yl)benzoic acid, 

2,5-dihydro- 10-methoxy-2,2,4^ 
[l]benzopyrano[3,4-f]quinoline, 

1- [3-(2,5-dihydro-10-methoxy-2,2,4-trime*^^ 
methylphenyi]ethanone, 

3-(2,5^dihydro- 10-methoxy-2,2,4- trimethyl- lH-[ 1 ]benzopyrano[3,4-f]quinolin-5-yl)-5- 

trimethylbenzenemethanol, 

5-[3-(2-furanyl)phenyl]-2,5-dihyd^ 

Qquinoline, 

2,5-dihydro-10-methoxy-2,2,4-trimethyl^^ 
[l]benzopyrano[3,4-f]quinoline, 
3^2,5-dihydro- 10-methoxy-2,2,4-^ 
5,N-dimethylbenzenamine, 

3-(2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH-[l]benzopyrano[3,4-^ 
methyI-N-(2-propenyl)benzamide, 

3-(2,5-dihydro- 1 0-methoxy-2,2,4- trimethyl- 1 H-[ 1 ]benzopyrano[3 ,4-f]quinolin-5-yl)-N-(2- 
methoxyethyl)-5-methylbenzenamine, 

3-(2,5-dihydro- 10-methoxy-2,2,4- trimethyl- 1 H-[ 1 ]benzopyrano[3,4-f]quinoUn-5-yl)-N-(2- 

propenyl)benzenamine, 

N43-(2,5-dihydro-10-methoxy-2,2,4-trim^ 

5-methylphenyl] -N,N-dimethy lurea. 
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N-[3W-dihydro-10-^^ 
yl)phenyl]benzenemethanaraine, 

S-fO^-dichlorphenyOmethylenel^.S-dihydro- 10-methoxy-2,2,4-trimethyl- 1H- 

[l]benzopyrano[3,4-f]quinoline, 

5-[(4s:hlorophenyl)methylera^^ 

[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-2,2,4-triroe%l-5-[[3-^^ 1H- 

[l]-benzopyrano[3,4-f]quinoline, 

5-[(2,6-dmuorophenyl)methylene]-2,5-dto^ 

[l]benzopyrano[3,4-f]quinoline f 

5-[(2-chlorophenyl)methylene]-2,5-dihydro- 10-methoxy-2,2 T 4-trimethyl- 1 H- 

[ l]benzopyrano[3,4-f]quinoline, 

5-[(2,6-dichlorophenyl)methyle^ 

[l]benzopyrano[3,4-f]quinoiine, 

5-[(2-fluorophenyl)methylene]-2,5-dihydro- 10-methoxy-2,2,4-trimethyl- 1H- 

[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-l(^methoxy-2,2,4-trime^ 

oxazolyl)methyiene]- 1 H-[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-2,2 ,4-trimethyl-5-(2-pyridinylmethylene)- 1H- 

[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-i0-methoxy-2,2,4-trimethy^^ 

f]quinoline, 

2,5-dihydro-9, 1 0-dimethoxy-2,2,4-trimethyl-5-(2-propenyl)- 1 H-[ l]benzopyrano[3,4- 
fjquinoline, 

5-(2-cyclohexen-l-yl)-2,5-dihydr^^^ 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(3-methyl-3-^^ 
f]quinoline, 

2,5-dihydro- 10-methoxy-5-(5 t 5-dimethyl-3-cyclohexenyl)-2 t 2,4-trimelhyl- 1 H- 
[l]benzopyrano[3,4-f]quinoline, 

rel (5R,2'R) 2,5-dihydro- 10-methoxy-5-(2-oxo-3-teti^ 
[l]benzopyrano[3,4-f]quinoline, 

anti(5R, 2*S) 2,5-dihydro- 10-methoxy-5-(2-oxo-3-tetrahydropyranyl)-2,2 ,4-trimethyl- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(3-cyclopentenyl)-2,2,4-trimethyl- lH-[ l]benzopyrano[3,4- 
fjquinoline, 
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2,5Ktihydro- 
flquinoline, 

2,5-dihydro- 10-methoxy-5-(3-butenyl)-2,2 ,4-triraethyl- 1 H-[ 1 ]benzopyrano[3,4- 
Oquinoline, 

2,5-dihydro- 10-methoxy-5-(l^thenyl-l-cyclohexyl).2,2,4-trimethyl-lH- 
[ 1 ] benzopyrano[3,4-f]quinoline t 

2,5-dihydro-10-methoxy-5-(4 f 4-dimethyl-3-cyclohexenyl> 
[l]benzopyrano[3,4-f]quinoline f 

2,5-dmydro-10-methoxy-5-(l-methylene-2-cyclohexyl)-2,2,4-trm 
[ 1 ] benzopyrano [3 ,4-f]quinoline, 
2,5-dtoydro-10-methoxy-5-(l-oxo-2-^ 
flquinoline, 

2,5-dihydro-10-methoxy-5-(3-cyclooc^^ 
flquinoline, 

2,5-dihydro-10-methoxy-5-(3-cy^^ 
flquinoline, 

2,5-dihydro-10-methoxy-5-(l-cyclohexenylmethyl)-2,2,4-trimethyl-lH- 
[ 1 ] benzopyrano [3 ,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(3,3-dimethyl-6-cyc^ 
[ 1] benzopyrano[3,4-f]quinoline, 
2,5-dihydro- lO-methoxy-5^ 
flquinoline, 

re/(5R,3'R) 2,5-dihydro-10-methoxy-5-(l-hydroxymethyl-3-cycIohexenyl)-2,2,4- 
trimethyl-lH-[l]benzopyrano[3,4-f]quinoline, 

re/(5R,3'S) 2,5-dihydro-10-methoxy-5-(l-hydroxymethyl-3-cyclohexenyl)-2,2,4-trimethyl- 
lH-[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(3-hydroxymethyl-3-cyclohexenyl)-2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4-fjquinoline, 

2,5-dihydro-10-methoxy-5-(3-indolyl)-2,2,4-trimethyl-lH-[l]benzopyrano[3,4- 
flquinoline, 

rel (5S,3'S) 2,5-dihydro-10-methoxy-5-(l-methyl-3-cyclohexenyl)-2,2,4-trimethyl-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

rel (5R,3'S) 2,5-dihydro- 10-methoxy-5-(l-methyl-3-cyclohexenyl)-2,2,4-trimethyHH- 
[l]benzopyrano[3,4-f]quinoline, 

(-) (5S,3'S) 2,5-dihydro-10-methoxy-5-(l-methyl-3-cyclohexenyl)-2,2,4-trimethyl-iH- 
[l]benzopyrano[3,4-f]quinoline, 
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(-) (5S, 3'R) 2,5-dihydro-10-raethoxy-5-(l-hydroxymethyI-3-cyclohexenyl)-2,2.4- 
trimethyl-lH-[l]benzopyrano[3,4-f]quinoline, 

(+) (5R, 3'S) 2,5-dihydro-10-methoxy-5-(l-hydroxymethyl-3-cyclohexenyl)-2,2,4- 
trinaethyl- lH-[ 1 ]benzopyrano[3,4-fIquinoline, 

(-)-(5S, 3'R) 2,5-dihydro- 10-methoxy-5-(l-methyl-3-cyclohexenyl)-2,2,4-trimethyl-lH- 
[ 1 ]benzopyrano[3,4-f]quinoline, 

(+H5R, 3'S) 2,5-dihydro-10-methoxy-5-( l-methyl-3-cyclohexenyl)-2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-( l-chloromethyl-3-cyclohexenyl)-2,2,4-trimethyl- 1H- 
[ 1 ]benzopyrano[3,4-f|quinoline, 

rel (5R, 3'R) 2,5-dihydro- 10-methoxy-5-(l-methoxymethyl-3-cyclohexenyl)-2^,4- 
trimethyl-lH-[l]benzopyrano[3,4-f|quinoline, 

rel (5R, 3'R) 2,5-dihydro- 10-methoxy-5-(l-raethylthiomethyl-3-cyclohexenyl)-2,2,4- 
trimethyl-lH-[l]benzopyrano[3,4-f]quinoline, 

rel (5R, 3'S) 2^-dihydro-10-methoxy-5-(l-acetoxymethyl-3-cyclohexenyl)-2,2,4- 
trimethyl- lH-[l]benzopyrano[3,4-f]quinoIine, 

rel (5R, 3'R) 2,5-dihydro- 10-methoxy-5-(l-acetoxymethyl-3-cyclohexenyl)-2,2,4- 
trimethyl-lH-[l]benzopyrano[3,4-f|quinoline, 

rel (5R, 3'R) 2,5-dihydro- 10-meihoxy-5-(l-methoxymethyl-3-cyclohexenyl)-2,2,4- 
trimethyl-lH-[l]benzopyrano[3,4-f]quinoline, 

rel (5R, 3'R) 2,5-dihydro- 10-methoxy-5-(l-(N,N-dimethylamino)methyl-3-cyclohexenyl)- 
2,2,4-trimethyl- lH-[ l]benzopyrano[3,4-f]quinoline, 

rel (5R, 3'S) 2,5-dihydro- 10-methoxy-5-(l-methyhhiomethyl-3-cyclohexenyl)-2^,4- 
trimethyl-lH-[l]benzopyrano[3,4-f|quinoline, 

rel (5R, 3'R) 2^-dihydro-10-methoxy-5-(l-(N-morpholino)methyl-3-cyclohexenyl)-2^,4- 
triinethyl-lH-[l]benzopyrano[3,4-f|quinoline, 

rel (5R. 3'R) 2,5-dihydro-10-methoxy-5-(l-(N-tnethyl-N-methylsulfonylarnino)methyl-3- 
cyclohexenyl)-2,2,4-trimethyl-lH-[ l]benzopyrano[3,4-f]quinoline, 
rel (5R, 3'S) 2,5-dihydro- 10-methoxy-5-(l-(N.N dimethylamino)methyl-3-cyclohexenyl)- 
2,2,4-trimethyl- 1 H-[ l]benzopyrano[3,4-f]quinoline, 

rel (5R, 3'R) 2,5-dihydro- 10-methoxy-5-(l-(N-methyIamino)methyl-3-cyclohexenyl)- 
2,2,4-trimethyl- 1 H-[ l]benzopyranot3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(2-methyl-3-propenyl)-2,2,4-trimethyl-lH-[l]benzopyran^ 
f]quinoline, 

2,5-dihydro-10-meihoxy-5-(l,3-butadien-2-yl)-2,2.4-trimethyl-lH-[l]benzopyrano[3,4- 
f]quinoline. 
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2,5-dihydro- 1 0-methoxy-5<2^arbomethoxy-3-propenyl)-2,2,4- trimethy 1- 1 H- 
[ l]ben2opyrano[3,4-f]quinoline t 

2,5^ydro-10-methoxy-5-(l,2-dihydroxy-3-^^ 
[ l]benzopyrano[3,4- flquinoline, 

2,5-dihydro- 10-methoxy-5-(l ,2-epoxy-3-propenyl)-2,2,4-trimethyl-lH- 

[l]benzopyrano[3,4- flquinoline, 

2,5-dihydro-10-methoxy-5-(l-(N-phtha^ 

[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(l-am^ 

flquinoline, 

2,5-dihydro- 10-methoxy-5-(l-(hy<ka^^ 

[ l]benzopyrano[3,4-f]quinoline, 

(£) 2,5-dihydro-10-methoxy-5-(2-carbomethoxy^ 

[l]benzopyrano[3,4-f]quinoline, 

(Z)-2,5-dihydro- 1 0-methoxy-5-( 1 ^ 

flquinoline, 

(E) 2,5-dihydro-10-methoxy-5-(3-hydroxy-l-propenyl>2,2,4-trimethyl-lH- 
[ 1 ] benzopyrano [3 ,4-f]quinoline, 

(£)2^-dihydro-10-methoxy-5-(3-(N,N-dimethylaminocarbonyloxy)-l-propenyl)-2,2,4- 
trimethyl-lH-[l]benzopyrano[3,4-f]quinoline, 

(£) 2,5-dihydro- 1 0-methoxy-5-(3-methoxymethoxy- 1 -propenyl)-2,2,4~ trimethy 1- 1 H- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(3-hydroxy-3-propenyl)-2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4-f]quinoline, 

methyl 2-(2,5-dihy dro- 1 0-methoxy-2,2,4-trimethyl- 1 H-[ 1 ]benzopyrano[3,4-f]quinolin-5- 

yl) acetyl hydroxaraate, 

2-(2,5-dihydro-10-raethoxy-2,2,4-trime^ 

acetaldehyde, 

2,5-dihydro-10-methoxy-5-(2-cyclohexyUdenylethyl)-2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4- flquinoline, 

2,5-dihydro-10-methoxy-5-(2-cyclopentyUdenylethyl)-2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(2-cycloheptyUdenylethyl)-2,2,4-trimethyl- 

[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(3-methyl-2-b^ 

flquinoline, 
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trans 2,5-dihydro- 10-methoxy-5-(2-butenyl).2,2,4.trimethyl-lH.[l]benzopyiano[3,4. 
fjquinoline, 

trans 2,5-dihydro-10-methoxy^^^ 
fjquinoline, 

2,5^ihydro-10-methoxy-5-(l,l-difluoro^ 
[l]benzopyrano[3,4-flquinoline, 

(E) methyl 2-(2,5-dihydro- 10-raethoxy-2,2,4-triroethyl- lH-[l]benzopyrano[3,4-q q uinolin- 
5-yl) 2-butenoate, 

(£) 2,5-dihydro-10-methoxy-5-(4-hydroxy-2-bu^ 
[l]benzopyrano[3,4-f]quinoline, 

(£) 2,5-dihydro- 10-methoxy-5-(4-(N,N-dimethylaminocarbonyloxy)"2-buten- l-yl)-2,2,4- 

trimethyl- lH-[ l]benzopyrano[3,4-f]quinoline, 

(£) 2,5-dihydro-10-methoxy-5-(4-(N-methylamin^ 

trimethyl- lH-[ 1 ]benzopyrano[3,4-f]quinoline, 

(£) 2,5-dihydro-10-methoxy-5-(2-butenyl)-2^^ 

fjquinoline, 

2,5-dihydro-10-methoxy-5-(2-hydroxye^ 
fjquinoline, 

2,5-dihydro- 1 0-methoxy-5-(2-(N-benzylcarbonyloxy)ethyl)-2,2,4-trimethyl- 1 H- 
[ l]benzopyrano[3,4-fJquinoline, 
2,5-dihydro-10-methoxy-5-(2-(N-morpholinoca^ 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(2-(N-(2-methoxyethyO 
trimethyl-lH-[l]benzopyrano[3,4-f]quinoline, 
2,5-dihydro-10-methoxy-5-(2-(N-methyaminrc^ 
[ l]benzopyrano[3,4-f]quinoline, 
2,5-dihydro-10-meliioxy-5-(2-(N,N-dimeth^^ 
[ 1 Jbenzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(2-methoxymethoxyethyl)-2,2,4-trimethyl- 1H- 

[l]benzopyrano[3,4-f|quinoline, 

2,5niihydro-10-methoxy-5-(2,2-dim^ 

lH-[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(aminomethyl)-2,2,4- trimethyl- 1 H-[ 1 ]benzopyrano[3,4- 
fjquinoline, 

2,5-dihydro-10-methoxy-5-(ethoxycarbonylamino)methyl)-2,2,4-trimethyl-lH- 
[l]benzopyiano[3,4-f]quinoline. 
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2,5-dihydro-10-methoxy-5-(carboethoxy)-2,2A 
fjquinoline, 

2,5-dihydro-10-methoxy-5-(cyclopentyl)-2,2Atrimeihyl-lH.[l]benzopyrano[3,4- 
fjquinoline, 

2,5-dihydro-10-methoxy-5-(l-methylpropa-l,2-dienyl)-2,2,4-trimethyl-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dmydro-10-methoxy-5-(3,4,5-trifluorophenyl)-2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4-fJquinoline, 

2,5-dihydro-10-methoxy-5-(cyclohexyl>2,2,4-trimeUiyl-lH-[l]benzopyrano[3.^ 
fjquinoline, 

2,5-dihydro-10-methoxy-5-(2-pyridyl)-2,2,4-trimethyl- lH-[ 1 Jbenzopyrano[3,4- 
fjquinoline, 

2,5-<«hydro-10-methoxy-5-(3-pyridyl)-2,2,4-triniethyl-lH-[l]benzopyrano[3,4- 
fjquinoline, 

2,5-dihydro-10-raethoxy-5-(4-pyridyl)-2,2,4-trimeUiyl-lH-[l]benzopyrano[3,4- 
fjquinoline, 

(10-chloro-9-hydroxy-5-(3-propenyl)-2,2,4-trimethyl-lH-2,5-dihydro- 
[l]benzopyrano[3,4-f]quinoline, 

10-chloro-9-hydroxy-5-phenyl-2 T 2,4-trimethyl- 1 H-2,5-dihydro-[ 1 ]benzopyrano[3,4- 
fjquinoline, 

10-cWoro-9-hydroxy-5-(3-trinuoromethylphenyl)-2,2,4-trimethyl-lH-2,5-dihydro- 
[ l]benzopyrano[3,4-fJquinoline, 

10-chloro-9-hydroxy-5-(3,5-dimethylphenyl)-2,2,4-trimethyl-lH-2,5-dihydro- 
[l]benzopyrano[3,4-fJquinoline, 

rel-(5S, 3'/?)-9-hydroxy- 1 0-methoxy-5-[ 1 -hydroxymethyl-3-cyclohexenyl]-2,2,4- 
trimethyl-2,5-dihydro-lH-[l]benzopyrano[3,4-fJquinoline, 

(-)2,5(S)-dihydro-9-hydroxy-10-chloro-2,2,4-triraethyl-5-(3S-cyclopentenyl)-lH- 
[l]benzopyrano[3,4-fjquinoline, 

(-)2,5(S)-dihydro-9-hydroxy-10-chloro-2,2,4-trimethyl-5-(3R-cyclopentenyl)-lH- 
[l]benzopyrano[3,4-fJquinoline, 

10-chloro-9-hydroxy-5-(3,5-dichlorophenyl)-2,2,4-trimethyl-lH-2.5-dihydro- 
[l]benzopyrano[3,4-f]quinoIine, 

(+)-(5R, 3*S) 2.5-dihydro-9-hydroxy- 10-chloro-2,2,4-trimethyl-5-(3-cyclopenienyl)-lH- 
[ l]benzopyrano[3,4-fjquinoline, 

(+)-(5R,3'R)2,5-dihydrcK9-hydroxy.l(>chloro-2,2Atrimethyl-5-(3-cyclopentenyl)-lH- 
[ l]benzopyrano[3,4-fjquinoIine, 
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[l]benzopyrano[3 f 4-f]quinoline, 

9-10-methylene^ 

f]quinoline, 

M3-pix>penyl)-9-chloro-10^^ 
f]quinoline, 

9-chloro- 10-raethoxy-5-phenyl-2,2 t 4-trimethyl-2,5-dihydro< lH-[ l]benzopyrano[3,4- 
fjquinoline, 

5-(3-propenyl)-9-chloro 1 0-difluoromeihoxy-2,2,4-trimethyl-2,5-dihydro- 1H- 
[ l]benzopyrano[3 t 4-f]quinoline, 

9- chloro- 10-difluoromethoxy-5-phenyl-2 t 2,4-trimethyl-2,5-dihydro- 1H- 
[ l]benzopyrano[3,4-f]quinoline, 

8-fluoro- 10-methoxy.5-phenyl-2,2,4-trimethyl-2,5-dihydro. lH-[l]benzopyrano[3,4- 
flquinoline, 

5-(3-propenyl)-8-fluoro-l(^ 
f]quinoline, 

(10-roethoxy-9-nuoro-5-(3-prope^ 
[ l]benzopyrano[3,4-f]quinoline, 

10- methoxy-9-hydroxy-5-(3-pro 
[l]benzopyrano[3,4-f]quinoline, 

(+/-) 2,5-dihydro-9-hydroxy-10-methoxy-2,2^^ 

[l]benzopyrano[3,4-fJquinoline, 

(+/-) 2,5-dihydro-9-hydroxy-10-methoxy^ 

lH-[l]benzopyrano[3,4-f]quinoline f 

(-) (5S t 3 , S)-9-hydroxy-5-[l-methyl-3-cyclohexenyl]- lO-raethoxy^^^-triraethyl^.S- 
dihydro-lH-[l]benzopyrano[3,4-f]quinoline, 

(+)(5R,3*R)-9-hydroxy.5-[l-methyl-3-cyclohexenyl]. 10-methoxy-2,2,4-trimethyl-2,5- 
dihydro-lH-[l]benzopyrano[3,4-f]quinoline, 

(+) (5R,3 , S)-9-hydroxy-5-[l-methyl-3-cyclohexenylj- 10-methoxy-2,2,4-trimethyl-2,5- 
dihydro- lH-[ l]benzopyrano[3,4-f]quinoline, 

(-) (SSJ'R^-hydroxy-S-ri-methyl-S-cyclohexenyl]- 10-methoxy-2,2,4-trimethyl-2,5^ 

dihydro-lH-[l]benzopyrano[3,4-fIquinoline f 

rW-(5S,3'R)-9-hydroxy-5-[l-hydroxym 

2,5-dihydro-lH-[l]benzopyrano[3,4-f]quinoIine, 

(+/-) (5S,3'R) 2,5-dihydro-9-hydroxy-10-methoxy-2,2,^^ 

3-yl)-lH-[l]benzopyrano[3,4-f]quinoUne, 
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re/-(5S,3'R)-9-hydroxy-5.[l-raethoxymethyl-3-cyclohexenyl]. 10-methoxy-2,2,4- 

trimethyl-2,5-dihydro-lH-[l]benzopyranot3,4-f|quinoline. 

2.5-dihydro-9-hydroxy-10-methoxy-5-propyl-2,2.^ 
flquinoline, 

(-) (5S,3*S) 2,5-dihydro-9-hydroxy- 10-methoxy-2,2,4-trimethyl-5-(3-cyclohepteny 1)- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

(-)(5S t 3'R)2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3-cycloheptenyl)-lH- 
[l]benzopyrano[3,4-f]quinoline, 

2,5niihydro-9-hydroxy-10-methoxy-2^,4-trimethyl-5-phenyl-lH-[l]benzopyrano[3,4- 
flquinoline, 

2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3,5-difluorophenyI)-lH- 
[l]benzopyrano[3,4-Gquinoline, 

2,5-dihydro-9-hydroxy-10-methoxy-2,2.4-trimethyl-5-(3,4,5-trifluorophenyl)-lH- 
[l]benzopyrano[3,4-f]quinoline, 

5-butyl-2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-lH-[l]benzopyrano[3,4- 
Oquinoline, 

(-)(5S,3'S) 2,5-dihydro-9-hydroxy-10-raethoxy-2,2,4-trimethyl-5-(3-cyclopentenyl)-lH. 
[ l]benzopyrano[3,4-f]quinoline, 

(-)(5S,3'R) 2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3-cyclopentenyl)-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3,4-difluorophenyl)-lH- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy-10-raethoxy-2,2,4-trimethyl-5-(4-fluorophenyl)-lH- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hyclroxy-10-methoxy-2.2,4-trimethyl-5-(3-trifluoromethylphenyl)-lH- 
[l]benzopyrano[3,4-fJquinoline, 

2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimeUiyl-5-(3-5-bistrifluoromethylphenyl)-lH- 
[ l]benzopyrano[3,4-f]quinoIine. 

2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3-trifluoromethyl-4-chlorophenyl)- 
lH-[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(2-methylpropyl)-lH- 
[l]benzopyranot3.4-f]quinoline, 

2,5-dihydro-9-hydrbxy-10.methoxy-2.2,4-trimethyl-5-(3-nuoro-4-chlorophenyl)-lH- 
[ 1 ]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy- 1 0-methoxy-2,2,4-trimethyl-5-(3-butenyl)- 1 H- 
[ 1 ]benzopyrano[3.4-f]quinoline. 
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2,5-dihydro-9-hydroxy-10-methoxy-5-(phenylmethyl>2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4-f]quinoline, 

(-) (5S,3'R) 2,5-dihydro-9-hydroxy- 10-methoxy-2,2,4-trimethyl-5-[ l-ethyI-3- 
cyclohexenyl]-lH-[l]benzopyrano[3,4-f!quinoline t 

(-)(S) 5-cyclopentyl-2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyI-lH- 
[ l]benzopyrano[3,4-fjquinoline. 

(+) (R) 5K;yclopentyl-2^-dihydro-9-hydroxy-10-methoxy-2^,4-triinethyl-lH- 
[ l]benzopyrano[3,4-f]quinoUne, 

2,5-dihydro-9-hydroxy- l0-methoxy-5-(3-propynyl>2,2,4-trimethyl- 1 H- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy-10-methoxy-2^,4-trimethyl-5-(2-propyl)-lH-[l]ben2opyrano[3,4- 
flquinoline, 

2,5-dihydro-9-hydroxy-10-raethoxy-2,2,4-irimethyl-5-(5-methoxy-2-thienyl)-lH- 
[l]benzopyrano[3,4-f|quinoline, 

(±)2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(2,3,4,5,6-pentafluorophenyl)- 
lH-[lJbenzopyrano[3,4-f]quinoline, 

(+/-) 2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5(S)-(3(S)-l- 

hydroxymethylcyclopenten-3-yl)-lH-[l]benzopyrano[3,4-f]quinoline, 

(+/•) 2,5-dihydro-9-hydroxy- 10-methoxy-2,2,4-trimethyl-5(S)-(3(S)- 1- 

methylcarboxylatecyclopenten-3-yl)-lH-[l]benzopyrano[3,4-f]quinoUne, 

(-)(5S,3'S) 2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyI.5-(3-cyclohexenyl)-lH- 

[l]benzopyrano[3,4-f]quinoline, 

(-)(5S,3 , R) 2,5.dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3-cyclohexenyl)-lH- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(2-thienyl)-lH-[l]benzopyrano[3,4- 
flquinoline, 

(±) 2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl.5-(2-methylphenyI) - 1H- 
[ 1 Jbenzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy-10-methoxy-2.2,4-trimethyl-5-(2-acetoxymethyl-3-propenyl>lH- 
[l]benzopyrano[3,4-f]quinoline, 

(+)(5R.3*S) 2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-[l-ethyl-3- 
cyclohexenyl]- lH-[l]benzopyrano[3,4-f]quinoline, 

2,5Kiihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-cyclohexyl-lH-[l]benzopyrano[3,4- 
f)quinoline, 

2,5,5-trihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-lH-[l]benzopyrano[3,4- 
flquinoline. 
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2,5^ihydro-9-hydroxy-10^ 
[ l]ben2opyrano[3 f 4-f]quinoline, 
methyl 2-[2,5-dihydro-9-hydrox^ 
5-quinolinyl] acetate, 

(Z)2,5-dihydro-9-hydroxy.lO-methoxy.2 f 2,4-trimeA 

[ l]benzopyrano[3,4-f|quinoline, 

2,5-dihydro-9-hydroxy 

[l]benzopyrano[3,4-f|quinoline f 

(+) (5S,3*S) 2,5-dihydro-9-hydroxy-l^ 

[ l]benzopyrano[3,4-f]quinoline, 

(+)(5R,3'R) 2,5-dihydro-9-hydroxy-10-methoxy^ 

[ l]benzopyrano[3,4-f]quinoline, 

(+)(5R,3'S) 2,5(R)-dihydrc>-9-hydroxy-10-methoxy-^^^ 

lH-[l]benzopyrano[3,4-f]quinoline, 

(+) (5R,3*R) 2,5(R)-dihydro-9-hydroxy-W^ 

lH-[l]benzopyrano[3,4-f]quinoline, 

rel-(5S)-9-hydroxy-5-[(3R)-(l-methoxycarbonyl)cyclohexen-3-yl]- lO-methoxy-2,2,4- 
trimethyl-2,5-dihydro-lH-[l]benzopyrajio[3,4-f]quinoline, 
2,5-dihydro-9-hydroxy- 1 0-methoxy-2 t 2,4-trimethyl-5-(2-methyl-3-propenyl)- 1 H- 
[l]benzopyrano[3,4-f]quinoline, 

940-Dimethoxy-5-(3-propenyl)-2^ [l]benzopyrano[3,4- 
f]quinoline v 

9J0-Dimethoxy-5-[3-cyclohexeny^^^ 
[ 1 ] benzopyrano[3 ,4-f]quinoline, 
10-methoxy-9^thoxy-5-(3-pro 
[l]benzopyrano[3,4-f]quinoline- 
10-methoxy-9-(3-propenyloxy)-5-(3-prop^ 
[ l]benzopyrano[3,4-f]quinoline, 
10-methoxy-9-(3-propynyloxy^^^ 
[l]benzopyrano[3,4-flquinoline, 

2,5-dihydro-9-acetoxy-10-methoxy-^^^ 
[l]benzopyrano[3,4-f]quinoline, 

2 > 5-dihydro-9-(4-N,N-dimethylamino^oxo-butanoyloxy)-10-methoxy-2^ 
(2-propenyl)-lH-[l]benzopyrano[3,4-f]quinoline, 

7-bromo -5-[3-cyclohexenyl]- 10-methoxy-2,2,4-trimethyl-2,5-dihydro- 1H- 
[l]benzopyrano[3,4-f]quinoline, 
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10-methoxy-7.bromo-5-(3-propenyl)-2,2,4-tiimethyl-lH-2,5-dihydro- 
[ljbenzopyrano[3,4-f]quinoline, 

7-bromo-5-[l-methyl.3-cyclohexenyIJ- 10-methoxy-2,2,4-triineihyl-2,5-dihydro-lH- 
[l]benzopyrano[3,4-f)quinoline, 

10-methoxy-9-bromo-5-(3-propenyl>2a,4-trimethyl-lH-2,5-dihydro-[l]benzopyrano[3 
fjquinoline, 

7,9-Dibromo-10-methoxy-5-(3-propenyl)-2,2,4-trimethyl-lH-2,5-dihydro- 
[l]benzopyrano[3,4-f]quinoline, 

7,9-Dibromo-5-[cyclohexen-3-yl]- 10-methoxy-2,2,4-trimethyl-2,5-dihydro-lH- 
[l]benzopyrano[3,4-f]quinoline, 
7,9-Dibromo-5-[l-methyl-3-cyclohexenyU^ 
[l]benzopyrano[3,4-f|quinoline, 

10-methoxy-7-(2-ethenyl)-5-(3-propenyl)-2.2,4-triraethyl-lH-2^-dihydro- 
[l]benzopyrano[3,4-f]quinoline, 

10-methoxy-7-methyl-5-(3-propenyl).2,2,4-tri m ethyl-lH-2.5-dihydro-[l]benzop yran o[3,4- 
f]quinoline, 

10.raethoxy-7-acetyl-5-(3-propenyl)-2,2,4-triraethyl-lH-2,5-dihydro-[l]ben Z opyrano[3,4- 
f]quinoline, 

(W-)2,5-dihydro-9-meihyl-10-methoxy-2,2,4-trimethyl-5-(l-methylcyclohexen-3-yl)-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

10.methoxy-7-methyl-9-methyl-5-(3-propenyl)-2^,4-trimethyl-lH-2,5-dihydro- 
[l]benzopyrano[3,4-£]quinoline, 

10-chloro-5-(3-propenyl)-2.2,4-trimethyl-2,5.dihydro-lH-[l]b e nzopyrano[3.4-nquinoline, 
W2,5-dihydro-10-chloro-2,2.4-trime^ 

2,5-dihydro-10-methoxy-5-(3-(N-methyl-N- 

(carbomethoxymethyl)amincx:arbonyloxy^ 

flquinoline, 

2,5-dihydro-10-methoxy-5-(3-(N-methyl-N-(N- 

methylcarbonyl)aminocarbonyloxy)phenyl)-2,2,4-trirnethyl-lH-[l]benzopyrano[3.4- 
flquinoline, 

2,5-dihydro-10-methoxy-5^3-(N-methylaminocarbonyloxy)phenyl)-2,2.4-trimethyl-lH- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(3.(2-hydroxyethyl)phenyl)-2,2,4-trimethyl-lH- 
[ 1 ]benzopyrano(3,4-fjquinoline, 

2,5-dihydro-10-methoxy-5-(3-(2-methanesulfonyloxyethyl)phenyl)-2,2,4-trimethyl-lH- 
[l]benzopyrano[3.4-f]quinoline. 
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23-dihydro-10-methoxy-5-(3-(2-methythioethyl)phenyI)-2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4-f)quinoline, 

2,5^ydro-10-methoxy-5-(3-(2-(N,N-dimethylaminocarbonyloxy)ethyl)phenyl)-2^A 
trimethyl-lH-[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(3-(2-(N^-dimethylanuno)ethyl)phenyl>2,2,4-trime 
[l]benzopyrano[3,4-f]quinoline, 

2,5^mydro-10-methoxy-5^yclopropyl-2,2,4-trimethyl.lH-[l]benzopyrano[3.4- 
flquinoline, 

2,5^mydro-10-methoxy-5-ethenyl-2^Atrimethyl-lH-[l]benzopyrano[3,4-f]quinoUne, 
trans 2,5-dihydro- 10-methoxy-5-(2-phenylethenyl)-2,2,4-trimethyI- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(2-phenylethynyl)-2,2,4-trimethyl-lH-[l]benzopyrano[3,4- 
f]quinoline, 

cis 2,5-dihydro- 10-raethoxy-5-(2-phenylethenyl)-2,2,4-trimethyl- lH-[ l]benzopyrano[3,4- 
f]quinoline, 

2,5-dihydro-10-methoxy-5-(2-methylpropenyl)-2,2,4-irimethyl-lH-[l]benzopyrano[3,4- 
fjquinoline, 

trans 2,5-dihydro-10-methoxy-5-(l-cyclohexenyl)-2,2,4-trimethyl-lH-[l]benzopyrano[3,4- 
fjquinoline, 

2,5-dihydro-10-(2-furanyl)-5-(3-propenyl)-2^,4-triraethyl-lH-[l]benzopyrano[3,4- 
f]quinoline, 

2.5-dihydro-10-cyano-5-(3-propenyl)-2.2,4-ri^ 

2,5-dihydro-10-carboxy-5-(3-propenyl)-2,2,4-triraethyl-lH-[l]benzopyrano[3,4- 
fjquinoline, 

2,5^ihydro-10-(2-hydroxymethyl)-5-(3-propenyl)-2,2,4-trimethyl-lH- 
[ l]benzopyrano[3,4-f|quinoline, 

2,5-dihydro-10-formyl-5-(3-propenyl)-2,2,4-trimethyl-lH-[l]benzopyranot3,4- 
flquinoline, 

2,5-dihydro-10.aminomethyl-5^3-propenyl)-2,2,4.trimethyl-lH-[l]benzopyrano[3,4- 
fjquinoline, 

2>dihydro-10-methoxymethyl-5-(3-propenyl)-2,2Atrimethyl-lH-[l]benzopyrano[3,4- 
Qquinoline, 

2,5-dihydro- 10-ethenyl-5-phenyl-2,2.4-trimethyl- 1 H-[ l]benzopyrano[3,4-f]quinoline. 
2,5-dihydro-10-ethynyl-5-phenyl-2,2,4-trimethyI-lH-[l]benzopyrano[3,4-f]quinoline, 
methyl 2,5-dihydro-5-phenyl-2,2.4-trimethyl- 1 H-[ l]benzopyrano[3,4-f]quinoline- 10- 
carboxylate. 
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2,5-dihydro-10-(hydroxyroethyl)- 5-phenyl-2,2.4-trimethyI- 1 H-[ l]benzopyrano[3,4- 
fjquinoline, 

2.5-dihydro-10-fonnyl-5-phenyl-2,2,4-trimethyM 

2.5-dihydro-10-(methoxymethyI)-5-phenyl-2,2,4-trimethyl-lH-[l]benzopyrano[3,4- 
flquinoline, 

2,5-dihydro-10-ethenyl-5-oxo-2,2.4-trimethyl-lH-[l]ben2»pyrano[3,4-f]quinoline, 

5-(3^clohexenyl>2^-dihydro-10H5thenyl-2,2,4-trimethyl-lH-[l]benzopyrano[3A 
f]quinoline, 

2,5-dihydro- 10-ethenyl-5-[l-methyl-3-cyclohexenyl]-2,2,4-trimethyl- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-5-(3-propenyl)- 10-methylthio-2,2,4-triraethyl- lH-[ l]benzopyrano[3,4- 
flquinoline, 

2,5-dihydro-5-(3-propenyl)-10-methylthio-2,2,4-trimethyl-lH-[l]benzopyrano[3,4^ 
f]quinoline, 

(+/0 2,5-dihydro-9-(4-acetamidobutanoyloxy)-10-methoxy-2,2,4-trimethyl-5-aUyl-lH- 
[l]benzopyranot3,4-f]quinoline, 

10-(difluoromethoxy)-2,5-dihydro-5-phenyl-2 t 2,4-trimethyl-lH-[l]benzopyrano[3,4- 
fjquinoline, 

10-(bromodifluoromethoxy)-2,5-dihydro-5-phenyl-2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4-f]quinoline, 

10-(bromodinuoromethoxy)-5-phenyl-2,2-dimethyl-4-methylene-2,3,4,5-tetrahydro-lH- 
chromeno[3,4-flquinoline, 

2,5-dihydro-9-hydroxy-10-methoxy-2,2Atrimethyl-5-((2-fluorophenyl)methyl)-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

10-methoxy-5-(5-methylisoxazol-3-yI)methyidene-2,5-dihydro-5-phenyI-2,2,4-trimethyl- 
lH-[l]benzopyrano[3,4-fJquinoline, 

10-methoxy-5-(3-methyUsoxazol-5-yl)methyidene-2,5-dihydro-5-phenyl-2,2,4-trimethyl- 
lH-[ 1 ]benzopyrano[3,4-f]quinoline, 

10-methoxy-5-(4,5-dimethyl-l,3-oxazol-2-yl)methyidene-2,5-dihydro-5-phenyl-2,2,4- 
trimethyl- lH-[ l]benzopyrano[3,4-fjquinoline, 

10-methoxy-5-(6K:hloropyridin-2-yl)methyidene-2,5-dihydro-5-phenyl-2,2,4-trimethyl-lH- 
[ 1 ]benzopyrano[3,4-f]quinoline, 

10-methoxy-5-(pyridin-2-yl)methyidene-2,5-dihydro-5-phenyl-2,2,4-trimethyl-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

10-methoxy-5-(but-3-enylidene)-2,5-dihydro-5-phenyI-2,2,4-trimethyl-lH- 
[ 1 ] benzopyrano[3,4-flquinoline. 
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10-methoxy-5-(l-methylpropylidene)-2,5-dihydro-5-phenyl-2,2,4-trimethyl-lH- 
[ 1 ]benzopyrano[3,4-fjquinoline, 

10-methoxy-5-( l-butyUdene)-2^-dihydro-5-phenyl-2,2,4-trimethyl- 1H- 
[ 1 ]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-2,2,4-triraethyl-3-oxide-5-phenyl- lH-[ 1 Jbenzopyrano[3,4- 
f]quinazoline, 

2,5-dihydro-10-methoxy-2,2,4-trimethyl-5-phenyl-lH-[l]benzopyrano[3,4-^ 

2,5-dihydro-10-methoxy-2,2-[spiro(tetrahydro^ 

[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-2,2-[spiro(hexyl)]-5-aUyl-lH-tl]benzopyrano[3,4-£]quinoline, 
2,5-dihydro-10-methoxy-2,2-diediyl-4-met^ 

2.5-dtoydro-10-methoxy-2,23,4-teti^ethyl-5-^ 

2.5-dihydn>-10-methoxy-2,2-dimethyl-4^^ 

2,5-dihydro-10-methoxy-2.2J-trime^ 

Z-5-(benzylidenyl)-9-hydroxy- 10-methoxy-2,2,4-trimethyl- lH-2,5-dihydro- 
[ l]benzopyrano[3,4-f]quinoline, 

Z-5-(2,5-difluorobenzyUdenyl)-9-hy(lroxy-10-methoxy-2,2,4-trimethyl-lH-2^-dihydro- 
1 1 ] benzopyrano[3,4-f]quinoline, 

Z-5-(3-fluorobenzylidenyI)- 1 0-chloro-9-hydroxy-2,2,4-trimethyl-2,5-dihydro- 1 H- 
[ l]benzopyrano[3,4-f]quinoline, 

Z-10K:hloro-9-hyd«>xy-5-(2-picolinyUdenyl)-2,2,4-trimethyl-2,5-dihydro-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

Z-9-hydroxy-10-methoxy.5-(2-picolinylidenyl)-2,2,4-trimethyl-2,5-dihydro-lH- 
[l]benzopyrano[3,4-f]quinoline, 

9-hydroxy-10-methoxy-5-(3,5-difluorophenyl)methylidene-2,5-dihydro-5-phenyl-2,2,4- 
trimethyl-lH-[l]benzopyrano[3,4-f|quinoline, 

9-hydroxy-10-methoxy-5-(3,4-difluorophenyl)methylidene-2,5-dihydro-5-phenyl-2,2,4- 
trimethyHH-[l]benzopyrano[3,4-f]quinoIine, 

(Z)9-hydroxy-10-methoxy-5-((4-fluorophenyl)methylene)-2,2,4-trimethyl-lH-2,5- 
dihydro-[l]benzopyrano[3,4-fJquinoline. 

(Z)-9-hydroxy-10-methoxy-5-([2,3-difluorophenyl]methylene)-2,2,4-trimethyl-lH-2,5. 
dihydro-[l]benzopyrano[3,4-f]quinoline, 

Z-5-(3-fluorobenzylidenyl)- 1 0-methoxy-9-hydroxy-2,2.4-trimethyl-2,5-dihydro- 1 H- 
[l]benzopyraho[3,4-f)quinoline, 

re/-(5SJ , R)-9-hydroxy-5-[l-methoxymethyl-3-cyclohexenyI]-10-chloro-2,2,4-trimethyl- 
2,5-dihydro-lH-[l]benzopyrano[3,4-f]quinoline, 
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9-hydroxy- 10-methoxy-5^^ 
f]quinoline, 

(+/-) 2,5-dihydro-9-cyanomethoxy-l^ 

[l]benzopyrano[3,4-flquinoline, 

2,5-dmydio-9-(4-N,N-diethylamino^^ 

propenyl)-lH-[l]benzopyrano[3,4-£]quinoline, 

2,5-dihydro-9^4-N-piperidino^-ox 

propenyl). lH-[ l]benzopyrano[3 Aflquinoline, 

2,5^ydro-9-(4-N-moipholino-4-oxo-bu^ 

propenyl)- lH-[ l]benzopyrano[3,4-f]quinoline, 

2,5-dmydro-9-(4-NJ*-dim^ 

(3,4,5-trifluorophenyl)- 1 H-[ 1 ] benzopyrano[3,4-f]quinoline, 

2,5-dihydiXH9-hydroxy- 

[l]benzopyrano[3,4-f]quinoline, 

2,5^ihydro-9-hydroxy-10-chloro-2^ 

Qquinoline, 

2,5-dihydro-9-hydroxy- 10-methoxy-2 f 2,4-trimethyl-5-cyclopentyl- 1H- 
[ 1 ] benzopyrano [3 ,4-f]quinoline, 
2,5-dihydro-9-hydroxy-10-methoxy-2,2^^ 

[l]benzopyrano[3,4-f]quinoline, _ 

2.5-dihydro-9-hydroxymethyl-10^ 

f]quinoline, 

2,5-dihydro-9-hydroxy-10-metho^ 
[l]benzopyrano[3,4-f]quinoiine, 
2^-dihydro-9-methylcarboxylate^^ 
[l]benzopyrano[3,4-f]quinoline, 

2,5^ydro-9-hydroxy-10-methoxy-2,2Art^ 
Qquinoline, 

(-) (5S, 3'S) 2,5-dihydro-10-methoxy-2,2,4-trimethyl-5-(cyclopenten-3-yl)-lH- 
[l]benzopyrano[3,4-f]quinoline, 

(-) (5S, 3'S) 2,5-dihydro-10-methoxy-2,2,4-trimethyl-5-(cyclohexen-3-yl)-lH- 
[ 1 ] benzopyrano[3 ,4-f]quinoline, 

(-) (5S, 3'R) 2,5-dihydro-10-meihoxy-2 t 2,4-trimethyI-5-(cyclohexen-3-yl)-lH- 
[l]benzopyrano[3,4-f]quinoline, 

(-) (5S t 3'R) 2,5-dihydro-10-methoxy-2,2,4-trimethyl-5-(cyclopenten-3-yl)-lH- 
[l]benzopyrano[3,4-fJquinoline, 
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2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3(Z)-pentenyl)-lH- 
[ 1 ]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9.hydroxy.l0-methoxy-2.2,4-triniethyl-5-(3-acetoxyphenyl)-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

10-dmuoromethoxy-5-[[3-(methyltMo)m^ 
[ 1 ] benzopyrano[3.4-f]quinoline, 

2,5-dihydro-7-bromo-9-hydroxy- 10-chloro-2,2,4-trimethyl-5-aUyl- 1 H- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy- 10-methoxy-2,2 ,4-trimethyl-5-(3-hydroxyphenyI)- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

2^-dmydro-9-raethyIthiomethoxy-10-methoxy-2A4-trimethyl-5-(3- 
(methylthio)methoxyphenyl)-lH-[l]benzopyrano[3,4-fIquinoline, 

2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3Kmethylthiomethoxy)pheny0 
[l]benzopyrano[3,4-f]quinoline, 

9-hydroxy-10-chloro-5-(phenylmethylene)-2,2,4-trimethyl-lH-2,5-dihydro- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy- 1 0-methoxy-2,2,4-trimethyl-5-([2-N,N- 
dimethylcarbamoyloxy]phenyI)-lH-[l]benzopyrano[3,4-f]quinoUne, 
2,5-dihydro-9-N,N-dimethylcarbamoyloxy-10-methoxy-2,2,4-trimethyl-5-([2-N,N- 
dimethylcarbamoyloxy]phenyl)-lH-[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy-10-chloro-2,2,4-trimethyl-5-ethyl-lH-[l]benzopyrano[3,4- 
fjquinoline, 

2.5-dihydro-9-hydroxy-10K:hloro-2.2,4-trimethyl-5-isopropyl-lH-[l]benzopyrano[3,4- 
fjquinoline, 

9-hydroxy-10-methoxy-5-(phenylmethylene)-2,2,4-trimethyl-lH-2.5-dihydro- 
[ l]benzopyrano[3,4-fjquinoline, 

2 t 5-dihydro-9-hydroxy-10-chloro-2,2,4-trimethyl-5-butyl-lH-[l]benzopyrano[3,4- 
fjquinoline, 

2,5-dihyclro-9-hydroxy-10-methoxy-2,2,4.trimethyl-5-(l-thiazol-2-yl)-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy-10-chloro-2 < 2,4-trimethyl-5-(2-methylpropyl)-lH- 
[l]benzopyrano[3.4-f]quinoline, 

2,5-dihydro-9-hydroxymethyl- 10-chloro-2.2,4-trimethyl-5-allyl- 1 H-[ 1 ]benzopyrano[3.4- 
fjquinoline, 

2,5-dihydro-9-hydroxy-10-chloro-2,2,4-trimethyl-5-propyl-lH-[l]benzopyrano[3.4- 
fjquinoline. 
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9-hydroxy-10-methoxy-5-([^^ 
[ l]benzopyrano[3,4-£]quinoline t 
9-hydroxy-10^hIoro-5-([2-pyri 
[l]benzopyrano[3,4-f]quinoline, 

rel-(5S)-9-hydroxy-5-[(3SMl-hydrox^^ 10-methoxy-2.2,4- 
trimethyl-2,5-dihydro- lH-[ l]benzopyrano[3,4-f]quinoline, 

rel-(5S)-9-hydroxy-5-[(3S)-(l.methoxycarbonyl)cyclohexen-3-yl]- lO-methoxy-2,2,4- 
trimethyl-2,5-dihydro- lH-[ l]benzopyrano[3 f 4-f]quinoline t 
2,5-dihydro-9-hydroxy-10-methoxy-2^^^ 
[ l]benzopyrano[3,4-f]quinoline, 

(-) (5S3'S) 2,5-dihydro-9-hydroxy-10-chloro-2^,4-tiimethyl-5^ 
yl)-lH-[l]benzopyrano[3,4-f]quinoline, 

(-) (5S,3'R) 2,5-dihydro-9-hydroxy- 10-chloro-2,2,4-trimethyl-5-(l-methylcyclohexen-3- 

y 1 )- 1 H-[ 1 ] benzopy rano[3,4-f]quinoline, 

(+) (5R.3'S) 2,5-dmydro-9-hydimy-10-chloro-2,2Atri^^ 

y 1 )- 1 H-[ 1 ] benzopyrano[3 ,4-f]quinoline, 

(+) (5R,3'R) 2,5-dihydro-9-hydroxy- 10-chloro-2,2,4-trimethyl-5-(l-methylcyclohexen-3- 
y 1 )- 1 H-[ 1 ]benzopyrano[3,4-f]quinoline, 
(+/-) 2,5-dihydro-9-(4-N,N-dimethyIamm 
5-allyHH-[l]benzopyrano[3,4-f]quinoline, 

(-) 2,5-dihydro-9-hydroxy- 10-chloro-2,2,4-irimethyl-5-cyclopentyl-lH- 

[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-(4-NJ^dimethyl^ 

(l-methylethyl)-lH-[l]benzopyrano[3,4-f]quinoUne, 
2^-dihydro-9-(4-N,N-dimethylam^ 
2,2,4-trimethyl- lH-[ l]benzopyrano[3,4-flquinoline, 
2,5-dihydro-9-(4-NJ*-dimethylamino^ 
(2-thienyl)- lH-[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-(4-N,N-dimethylaminobutanoyloxy)-10-methoxy-2 f 2^-trim 
propenyl)-lH-[l]benzopyrano[3,4-f]quinoline, 
9<2-ethoxy-2-oxo-ethylaminocarbonyl)-oxy^^ 
lH-2,5-dihydro- [ l]benzopyrano[3,4-f]quinoline, 

(•+7-) 2,5-dihydro-9-(3-acetamido-propanoyloxy)- 10-methoxy-2,2,4-irimethyl-5-allyl- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

(+/-) 2,5-dihydro-9.hydroxy-10-chloro-2,2,4-trimethyl-5-benzyl-lH41]benzopyrano[3 
fjquinoline. 
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9-hydroxy-10-methoxy-5-(phenylmethylene)-2,2,4-trimethyl-lH-2,5-dihydro- 
[ 1] benzopyrano[3,4-f]quinoline, 

9-(ciimemylanunotMocarbony^ 

dihydro- [l]benzopyrano[3,4-fIquinoline, 

(+/-) 2^-dihydro-9-(N-carbamoyl-2-aminoacetoxy)- 10-methoxy-2,2.4-trimethyl-5-aUyl- 
lH-[l]benzopyrano[3,4-f]quinoline, 

W2^mhydro-9-(4-emoxy-4-oxo-butoxy)-10-memoxy-2,^^ 
[l]benzopyrano[3,4-f]quinoline, 

(^02^-dihydro-9-(4^xo-pentanoyloxy)-10-methoxy-2,2,4-trimethyl-5-aUyl-lH- 
[l]benzopyrano[3,4-fjquinoline, 

2,5-dihydro-9-hydroxy- 10-chloro-2,2,4-trimethyl-5-(3,4^-trifluorophenyl)- 1H- 
[ l]benzopyrano[3,4-fJquinoline, 

2^-dihydro-9-methylthiomethoxy- 10-methoxy-2,2,4-trimethyl-5-aUyl- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

2,5Kiihyclro-9-(4-N,N-dieUiylamino-4-oxo-pentanoyloxy).10.raethoxy-2,2,4-trimethyl-5- 
(2-propenyl)- lH-[ l]benzopyrano[3,4-f]quinoline, 

2,5-(imydro-9.(4-N,N-dimethylamino^-oxo-pentanoyloxy)-10-methoxy-2,2,4-trimethy 
(2-propenyl)- lH-[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-(4-N-piperidino-4^xo-pentanoyloxy>I0-methoxy-2,2,4-trimethyl-5-(2- 
propenyl)-lH-[l]ben2opyrano[3,4-f|quinoline, 

2,5-(Uhy<iro-9-(4-N-moipholino^xo-pentanoyloxy)-10-methoxy-2,2,4-trimethyl-5-(2- 
propenyl)- lH-[ 1 ]benzopyrano[3,4-f]quinoIine, 

02,5^ydro-9-(4-N,N-dimethylamino^-oxo-butanoyloxy)-10-methoxy-2,2,4-trimethyl- 
5(S)-(3(S)- l-cyclopenten-3-y 1)- 1 H-[ 1 ]benzopyrano[3,4-f|quinoline, 

10-methoxy-9Kallylaminocarbonyl)oxy-5-(3-propenyl)-2,2,4-trimethyl-lH-2,5-dihydro- 
[ l]benzopyrano[3,4-fJquinoline, 

10-methoxy-9Kcyclohexylarainocarbonyl)-oxy-5-(3-propenyl)-2,2,4-Uimethyl-lH-2,5- 
dihydro-[ 1 ]benzopyrano[3,4-flquinoline, 

2,5-dihydro-9-hydroxy-10-methoxy-2,2.4-trimethyl-5-(3-thienyl)-lH-[l]benzopyrano[3,4- 
fjquinoline, and 

2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(4-(fluorophenyl)methyl)-lH- 
[ l]benzopyrano[3,4-£]quinoline. 
Detailed Description of The Invention 
Definition of Tei-ips 

The term "alkanoyl" refers to an alkyl group attached to the parent molecular group 
through a carbonyl group. 
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The term "alkanoyloxy" refers to an alkanoyl group attached to the parent molecular 
group through an oxygen atom. 

The term "alkenyl" refers to a monovalent straight or branched chain group of two to 
twelve carbons derived from a hydrocarbon having at least one carbon-carbon double bond. 

The term "alkoxy" refers to an alkyl group attached to the parent molecular group 
through an oxygen atom. 

The terra "alkoxycarbonyl" refers to an ester group, i.e. an alkoxy group attached to 
the parent molecular moiety through a carbonyl group. 

The term "alkyl" refers to a monovalent straight or branched chain group of one to 
twelve carbons derived from a saturated hydrocarbon. 

The term "alkylene" refers to a divalent straight or branched chain group of one to 
twelve carbons derived from an alkane. 

The term "alkynyl" refers to a monovalent straight or branched chain hydrocarbon of 
two to twelve carbons with at least one carbon-carbon triple bond. 

The term "alkynylene" refers to a divalent straight or branched chain group of two to 
twelve carbons derived from an alkyne. 

The term "amino refers to -NH2. 

The term "aryl" refers to a mono- or bicyclic carbocyclic ring system having one or 
two aromatic rings. The aryl group can also be fused to a cyclohexane, cyclohexene, 
cyclopentane or cyclopentene ring. 

The term "carboxy" refers to -CO2H. 

The term "cycloalkenyl" refers to a monovalent group derived from a cyclic or 
bicyclic hydrocarbon of three to twelve carbons that has at least one carbon-carbon double 
bond. 

The term "cycloalkyl" refers to a monovalent group three to twelve carbons derived 
from a saturated cyclic or bicyclic hydrocarbon. 
The term "halo" refers to F, CI, Br, or I. 

The term "heterocycle" represents a represents a 4-, 5-, 6- or 7-membered ring 
containing one, two or three heteroatoms independently selected from the group consisting 
of nitrogen, oxygen and sulfur. The 4- and 5-membered rings have zero to two double 
bonds and the 6- and 7-membered rings have zero to three double bonds. The term 
"heterocycle" also includes bicyclic, tricyclic and tetracyclic groups in which any of the 
above heterocyclic rings is fused to one or two rings independently selected from an aryl 
ring, a cyclohexane ring, a cyclohexene ring, a cyclopentane ring, a cyclopentene ring or 
another monocyclic heterocyclic ring. Heterocycles include acridinyl, benzimidazolyl, 
benzofuryl, benzothiazolyl, benzothienyl, benzoxazolyl, biotinyl, cinnolinyl, dihydrofuryl, 
dihydroindolyl, dihydropyranyl, dihydrothienyl, dithiazolyl, furyl, homopiperidinyl. 
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iraidazolidinyl. imidazolinyl, imidazolyl, indolyl, isoquinolyl. isothiazolidinyl, isothiazolyl, 
isoxazolidinyl, isoxazolyl, morpholinyl, oxadiazoiyl, oxazolidinyl, oxazolyl, piperazinyl, 
piperidinyl pyranyl, pyrazolidinyl, pyrazinyl, pyrazolyl, pyrazolinyl, pyridazinyl, pyridyl, 
pyrimidinyl, pyrimidyl, pyrrolidinyl, pyrrolinyl, pyrrolyl, quinolinyl, quinoxaloyl, 
tetrahydrofiiryl, tetrahydroisoquinolyl, tetrahydroquinolyl, tetrazolyl, thiadiazolyl. 
thiazolidinyl, thiazolyl, thienyl, thiomorpholinyl, triazolyl, and the like. 

Heterocyclics also include bridged bicyclic groups where a monocyclic heterocyclic 
group is bridged by an alkylene group such as 



is®. 4 



, and the like. 
Heterocyclics also include compounds of the formula 



o' Y+ 



where X* is selected from -CH 2 -, -CH 2 0- and -O-, and Y* is selected from 
-C(O)- and -(C(R") 2 )v where R" is hydrogen or alkyl of one to four carbons, and v is 1- 
3. These heterocycles include 1,3-benzodioxolyl, 1,4-benzodioxanyl, and the like. 

The term "heterocycloalkyP as used herein, refers to a non-aromatic, partially 
unsaturated or fully saturated 4- to 8-membered ring having from one or two heteroatoms 
independendy selected from oxygen, sulfur and nitrogen, in which the nitrogen and sulfur 
heteroatoms can optionally be oxidized and the nitrogen heteroatom can optionally be 
quaternized. 

The term "N-protected amino" refers to groups intended to protect an amino group 
against undersirable reactions during synthetic procedures. Commonly used N-protecting 
groups are disclosed in Greene, "Protective Groups In Organic Synthesis," (John Wiley & 
Sons, New York (1981)). Preferred N-protecting groups are formyl, acetyl, benzoyl, 
pivaloyl, t-butylacetyl, phenylsulfonyl, benzyl, t-butyloxycarbonyl (Boc), and 
benzyloxycarbonyl (Cbz). 

The term "O-protected carboxy" refers to a carboxylic acid protecting ester or amide 
group typically employed to block or protect the carboxylic acid functionality while the 
reactions involving other functional sites of the compound are performed. Carboxy 
protecting groups are disclosed in Greene, "Protective Groups in Organic Synthesis" 
(1981). Additionally, a carboxy protecting group can be used as a prodrug whereby the 
carboxy protecting group can be readily cleaved in vivo , for example by enzymatic 
hydrolysis, to release the biologically active parent Such carboxy protecting groups are 
well known to those skilled in the art, having been extensively used in the protection of 
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carboxyl groups in the penicillin and cephalosporin fields as described in U.S. Pat No 
3,840,556 and 3,719,667. 

The term "oxo" refers to (=0). 

The term "pharmaceutically acceptable prodrugs" represents those prodrugs of the 
compounds of the present invention which are, within the scope of sound medical 
judgement, suitable for use in contact with the tissues of humans and lower animals with 
undue toxicity, irritation, allergic response, and the like, commensurate with a reasonable 
benefit/risk ratio, and effective for their intended use, as well as the zwitterionic forms, 
where possible, of the compounds of the invention. 

The term "prodrug" represents compounds which are rapidly transformed in vivo to 
the parent compound of the above formula, for example, by hydrolysis in blood. A 
thorough discussion is provided in T. Higuchi and V. Stella, Pro-drugs as Novel Delivery 
Systems, Vol. 14 of the A.C.S. Symposium Series, and in Edward B. Roche, ed., 
Bioreversible Carriers in Drug Design, American Pharmaceutical Association and Pergamon 
Press, 1987, both of which are incorporated herein by reference. 

The term "pharmaceutically acceptable salt" represents those salts which are, within 
the scope of sound medical judgement, suitable for use in contact with the tissues of 
humans and lower animals without undue toxicity, irritation, allergic response and the like, 
and are commensurate with a reasonable benefit/risk ratio. Pharmaceutically acceptable salts 
are well known in the art . For example, S. M. Berge, et al. describe pharmaceutical^ 
acceptable salts in detail in /. Pharmaceutical Sciences, 1977, 66:1 - 19 . The salts can be 
prepared in situ during the final isolation and purification of the compounds of the 
invention, or separately by reacting the free base function with a suitable organic acid. 
Representative acid addition salts include acetate, adipate, alginate, ascorbate, aspartate, 
benzenesulfonate. benzoate, bisulfate, borate, butyrate, camphorate, camphersulfonate, 
citrate, cyclopentanepropionate, digluconate, dodecylsulfate. ethanesulfonate. fumarate, 
glucoheptonate, glycerophosphate, hemisulfate, heptonate. hexanoate, hydrobromide, 
hydrochloride, hydroiodide, 2-hydroxy-ethanesulfonate, lactobionate, lactate, laurate, lauryl 
sulfate, malate, maleate. malonate, methanesulfonate, 2-naphthalenesulfonate, nicotinate, 
nitrate, oleate, oxalate, palmitate, pamoate, pectinate, persulfate. 3-phenylpropionate, 
phosphate, picrate, pivalate, propionate, stearate, succinate, sulfate, tartrate, thiocyanate, 
toluenesulfonate, undecanoate, valerate salts, and the like. Representative alkali or alkaline 
earth metal salts include sodium, lithium, potassium, calcium, magnesium, and the like, as 
well as nontoxic ammonium, quaternary ammonium, and amine cations, including, but not 
limited to ammonium, tetramethylammonium, tetraethylammonium, methylamine. 
dimethylamine. trimethylamine. triethylamine, ethylamine. and the like. 
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Compounds of the present invention can exist as stereoisomers where asymmetric or 
chiral centers are present. These compounds are designated by the symbols "R" or "S," 
depending on the configuration of substitiuents around the chiral carbon atom. The present 
invention contemplates various stereoisomers and mixtures thereof. Stereoisomers include 

5 enantiomers and diastereomers, and equal mixtures of enantiomers are designated (± ). 
Individual stereoisomers of compounds of the present invention can be prepared 
synthetically from commercially available starting materials which contain asymmetric or 
chiral centers or by preparation of racemic mixtures followed by resolution well-known to 
those of ordinary skill in the art These methods of resolution are exemplified by (1) 

) attachment of a mixture of enantiomers to a chiral auxiliary, separation of the resulting 
mixture of diastereomers by recrystallization or chromatography and liberation of the 
optically pure product from the auxiliary or (2) direct separation of the mixture of 
enantiomers on chiral chromatographic columns. 

Geometric isomers can also exist in the compounds of the present invention. The 
present invention contemplates the various geometric isomers and mixtures thereof resulting 
from the aiTangement of substituents around a carbon-carbon double bond or arrangement 
of substituents around a ring. Substituents around a carbon-carbon double bond are 
designated as being in the Z or E configuration where the term "Z" represents substituents 
on the same side of the carbon-carbon double bond and the term "E" represents substituents 
on opposite sides of the carbon-carbon double bond. The arrangement of substituents 
around a ring are designated as cis or trans where the term "cis" represents substituents on 
the same side of the plane of the ring and the term "trans" represents substituents on 
opposite sides of the plane of the ring. Mixtures of compounds where the substitutients are 
disposed on both the same and opposite sides of plane of the ring are designated cis/trans. 

Methods for Radioliprmd Binding Studies with Hum a n GJummoicflid and Emg eascms 

Receptor C.vtnsn] 

The procedure described in Anal. Biochem. 1970, 37, 244-252, hereby incorporated 
by reference, was used. Briefly, cytosol preparations of human glucocorticoid receptor-cc 
[GRXJ isoform and human progesterone receptor-A [PRA] isoform were obtained from 
Ligand Pharmaceuticals (San Diego, CA). Both receptor cDNAs were cloned into 
baculovirus expression vectors and expressed in insect SF21 cells. [ 3 H]-dexamethasone 
(Dex, specific activity 82-86 Ci/mmole) and pHj-progesterone (Prog, specific activity 97- 
102 Ci/mmol) were purchased from Amersham Life Sciences (Arlington Heights, IL). 
Glass fiber type C multiscreen MAFC NOB plates were from Millipore ( Burlington, MA). 
Hydroxyapatide Bio-Gel HTP gel was from Bio-Rad Laboratories (Hercules. CA). 
Tri^ydroxymethyl)aminomethane (Tris), ethylenediaminetetraacetic acid (EDTA). 
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glycerol, dithiothreitol (DTT) and sodium moylybdate were obtained from Sigma Chemicals 
(St Louis. MO). Microscint-20 scintillation fluid was from Packard Instrument (Meriden 
CT). 

Stock solutions (32 raM) of compounds were prepared in dimethylsulfoxide 
(DMSO), and 50X solutions of test compounds were prepared from the 32 mM solution 
with a 50:50 mixture of DMSO/ethanol. The 50X solution was then diluted with binding 
buffer that contained 10 mM Tri-HCL 1.5 mM EDTA, 10% glycerol. 1 mM DTT. 20 mM 
sodium molybdate. pH 7.5 @ 4°C. 1% DMSO/ethanol was present in the binding assay. 

GRX and PRA binding reactions were performed in Millipore Multiscreen plates. 
For GR binding assays. [3H]-Dex (-35,000 dpm (-0.9 nM)), GRX cytosol (-35 ng 
protein), test compounds and binding buffer were mixed in a total volume of 200 \iL and 
incubated at 4 °C overnight in a plate shaker. Specific binding was defined as the difference 
between binding of [ 3 H]Dex in the absence and in the presence of ljiM unlabelled Dex. 

For PR binding assays, [3H]Prog (-36,000 dpm (-0.8 nM)), PRA cytosol (-40 Hg 
protein), test compounds and binding buffer were mixed in a total volume of 200 uL and 
incubated at 4 °C at overnight in a plate shaker. Specific binding was defined as the 
difference between binding of [ 3 H]Prog in the absence and in the presence of 3 \iM 
unlabelled Prog. 

After an overnight incubation, 50 jtL of hydroxyapatite (25 % weight/volume) slurry 
were added to each well and plates were incubated for 10 min at °C in a plate shaker. Plates 
were suctioned with a Millipore vacuum manifold and each well was rinsed with 300 ptL of 
ice-cold binding buffer. A 250 uL aliquot of Packard Microscint-20 was added to each well 
and the wells were shaken at room temperature for 20 minutes. The amount of radioactivity 
was determined with a Packard TopCount plate reader. 

Determination of T n hihiti on Constant HCft 

The concentration of test compounds that inhibited 50% of specific binding (IC50) 
was determined from a Hill analysis of the competitive binding experiments. The Ki of test 
compounds was determined using the Cheng-Prusoff equation Ki =IC 50 /(1+[L*]/[KJ) 
where L* is the concentration of radioligand and K L is the dissociation constant of the 
radioligand determined from saturation analysis. For GRX, K L was -1.5 nM, and for 
PRA, K L was -4.5 nM. The inhibitory potencies of compounds of this invention and their 
selectivity for GR and PR receptors are shown in Table 1. 

Table 1 
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The present invention also provides pharmaceutical compositions which comprise 
compounds of the present invention formulated together with one or more non-toxic 
pharmaceutical^ acceptable carriers. The pharmaceutical compositions may be specially 
formulated for oral administration in solid or liquid form, for parenteral injection, or for 
rectal administration. 

The pharmaceutical compositions of this invention can be administered to humans 
and other animals orally, rectally, parenterally , intracisternally, intravaginally, 
intraperitoneally, topically (as by powders, ointments, or drops), bucally, or as an oral or 
nasal spray. The term "parenteral" administration refers to modes of administration which 
include intravenous, intramuscular, intraperitoneal, intrastemal, subcutaneous and 
intraarticular injection and infusion. 

Pharmaceutical compositions of this invention for parenteral injection comprise 
pharmaceutically acceptable sterile aqueous or nonaqueous solutions, dispersions, 
suspensions or emulsions as well as sterile powders for reconstitution into sterile injectable 
solutions or dispersions just prior to use. Examples of suitable aqueous and nonaqueous 
carriers, diluents, solvents or vehicles include water, ethanol, polyols (such as glycerol, 
propylene glycol, polyethylene glycol, and the like), and suitable mixtures thereof, 
vegetable oils (such as olive oil), and injectable organic esters such as ethyl oleate. Proper 
fluidity can be maintained, for example, by the use of coating materials such as lecithin, by 
the maintenance of the required particle size in the case of dispersions, and by the use of 
surfactants. Conversely, reduced particle size may maintain biological activity. 

These compositions may also contain adjuvants such as preservative, wetting 
agents, emulsifying agents, and dispersing agents. Prevention of the action of 
microorganisms may be ensured by the inclusion of various antibacterial and antifungal 
agents, for example, paraben. chlorobutanol, phenol sorbic acid, and the like. It may also 
be desirable to include isotonic agents such as sugars, sodium chloride, and the like. 
Prolonged absorption of the injectable pharmaceutical form may be brought about by the 
inclusion of agents which delay absorption such as aluminum monostearate and gelatin. 

In some cases, in order to prolong the effect of the drug, it is desirable to slow the 
absorption of the drug from subcutaneous or intramuscular injection. This may be 
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accomplished by the use of a liquid suspension of crystalline or amorphous material with 
poor water solubility. The rate of absorption of the drug then depends upon its rate of 
dissolution which, in turn, may depend upon crystal size and crystalline form. 
Alternatively, delayed absorption of a parenterally administered drug form is accomplished 
by dissolving or suspending the drug in an oil vehicle. 

Injectable depot forms are made by forming microencapsule matrices of the drug in 
biodegradable polymers such as polylactide-polyglycolide. Depending upon the ratio of 
drug to polymer and the nature of the particular polymer employed, the rate of drug release 
can be controlled. Examples of other biodegradable polymers include poly(orthoesters) and 
poly(anhydrides) Depot injectable formulations are also prepared by entrapping the drag in 
liposomes or microemulsions which are compatible with body tissues. 

The injectable formulations can be sterilized, for example, by filtration through a 
bacterial-retaining filter, or by incorporating sterilizing agents in the form of sterile solid 
compositions which can be dissolved or dispersed in sterile water or other sterile injectable 
medium just prior to use. 

Solid dosage forms for oral administration include capsules, tablets, pills, powders, 
and granules. In such solid dosage forms, the active compound is mixed with at least one 
inert, pharmaceutically acceptable excipient or carrier such as sodium citrate or dicalcium 
phosphate and/or a) fillers or extenders such as starches, lactose, sucrose, glucose, 
mannitol, and silicic acid, b) binders such as, for example, carboxymethylcellulose, 
alginates, gelatin, polyvinylpyrrolidone, sucrose, and acacia, c) huraectants such as 
glycerol, d) disintegrating agents such as agar-agar, calcium carbonate, potato or tapioca 
starch, alginic acid, certain silicates, and sodium carbonate, e) solution retarding agents 
such as paraffin, f) absorption accelerators such as quaternary ammonium compounds, g) 
wetting agents such as, for example, cetyl alcohol and glycerol monostearate, h) absorbents 
such as kaolin and bentonite clay, and i) lubricants such as talc, calcium stearate, 
magnesium stearate, solid polyethylene glycols, sodium lauryl sulfate, and mixtures 
thereof. In the case of capsules, tablets and pills, the dosage form may also comprise 
buffering agents. 

Solid compositions of a similar type may also be employed as fillers in soft and 
hard-filled gelatin capsules using such excipients as lactose or milk sugar as well as high 
molecular weight polyethylene glycols and the like. 

The solid dosage forms of tablets, dragees, capsules, pills, and granules can be 
prepared with coatings and shells such as enteric coatings and other coatings well known in 
the pharmaceutical formulating art. They may optionally contain opacifying agents and can 
also be of a composition that they release the active ingredients) only, or preferentially, in a 
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certain part of the intestinal tract, optionally, in a delayed manner. Examples of embedding 
compositions which can be used include polymeric substances and waxes. 

The active compounds can also be in micro-encapsulated form, if appropriate, with 
one or more of the above-mentioned excipients. 

Liquid dosage forms for oral administration include pharmaceuticaUy acceptable 
emulsions, solutions, suspensions, syrups and elixirs. In addition to the active 
compounds, the liquid dosage forms may contain inert diluents commonly used in the art 
such as, for example, water or other solvents, solubilizing agents and emulsifiers such as 
ethyl alcohol, isopropyl alcohol, ethyl carbonate, ethyl acetate, benzyl alcohol, benzyl 
benzoate, propylene glycol, 1,3-butylene glycol, dimethyl formamide, oils (in particular, 
cottonseed, groundnut, corn, germ, olive, castor, and sesame oils), glycerol, 
tetrahydrofurfuryl alcohol, polyethylene glycols and fatty acid esters of sorbitan, and 
mixtures thereof. 

Besides inert diluents, the oral compositions can also include adjuvants such as 
wetting agents, emulsifying and suspending agents, sweetening, flavoring, and perfuming 
agents. 

Suspensions, in addition to the active compounds, may contain suspending agents 
as, for example, ethoxylated isostearyl alcohols, polyoxyethylene sorbitol and sorbitan 
esters, microcrystalline cellulose, aluminum metahydroxide, bentonite, agar-agar, and 
tragacanth, and mixtures thereof. 

Compositions for rectal or vaginal administration are preferably suppositories which 
can be prepared by mixing the compounds of this invention with suitable non-irritating 
excipients or carriers such as cocoa butter, polyethylene glycol or a suppository wax which 
are solid at room temperature but liquid at body temperature and therefore melt in the rectum 
or vaginal cavity and release the active compound. 

Compounds of the present invention can also be administered in the form of 
liposomes. As is known in the art, liposomes are generally derived from phospholipids or 
other lipid substances. Liposomes are formed by mono- or multi-lamellar hydrated liquid 
crystals that are dispersed in an aqueous medium. Any non-toxic, physiologically 
acceptable and metabolizable lipid capable of forming liposomes can be used. The present 
compositions in liposome form can contain, in addition to a compound of the present 
invention, stabilizers, preservatives, excipients. and the like. The preferred lipids are the 
phospholipids and the phosphatidyl cholines (lecithins), both natural and synthetic. 

Methods to form liposomes are known in the art. See. for example. Prescott, Ed.. 
Methods in Ce l l Biology . Volume XIV, Academic Press, New York, N.Y. (1976), p. 33 et 
seq. 
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Dosage forms for topical administration of a compound of this invention include 
powders, sprays, ointments and inhalants. The active compound is mixed under sterile 
conditions with a pharmaceutically acceptable carrier and any needed preservatives, buffers, 
or propellants which may be required. Opthalmic formulations, eye ointments, powders 
and solutions are also contemplated as being within the scope of this invention. 

Actual dosage levels of active ingredients in the pharmaceutical compositions of this 
invention may be varied so as to obtain an amount of the active compound(s) that is 
effective to achieve the desired therapeutic response for a particular patient, compositions, 
and mode of administration. The selected dosage level will depend upon the activity of the 
particular compound, the route of administration, the severity of the condition being treated, 
and the condition and prior medical history of the patient being treated. However, it is 
within the skill of the art to start doses of the compound at levels lower than required for to 
achieve the desired therapeutic effect and to gradually increase the dosage until the desired 
effect is achieved. 

Generally dosage levels of about 1 to about 50. more preferably of about 5 to about 
20 mg of active compound per kilogram of body weight per day are administered orally to a 
mammalian patient. If desired, the effective daily dose may be divided into muldple doses 
for purposes of administration, e.g. two to four separate doses per day. 

Abbreviations 

Abbreviations that have been used in the descriptions of the scheme and the 
examples that follow are: BF 3 OEt 2 for boron trifluoride diethyl ether complex; DMF for 
NJ^-dimethylformamide, DMSO for dimethylsulfoxide; and THF for tetrahydrofuran. 

Synthetic M<»thnH c 

The compounds and processes of the present invention will be better understood in 
connection with the following synthetic schemes which illustrate the methods by which the 
compounds of the invention can be prepared. 

Syntheses of the compounds of the present invention are described in Schemes 

1-21. 
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Scheme I 



C0 2 Me 




OMe 



CQ 2 Me 




1F 1G ! 

As exemplified in Scheme 1, resorcinol dimethyl ether was metallated with a strong 
base such as n- or sec-butymthium, treated with a trialkoxyborate such as trimethyl- or 
triisopropylborate and hydrolyzed with acid such as 2M HCI to provide boronic-acid 1 A. 
Treatment of 1A with methyl 5-nitro-2-bromobenzoate in the presence of a palladium 
catalyst such as tetrakis(triphenylphosphine)palladium(0) or dichlorobis(triphenylphos- 
phine)palladium (II) provided biphenyl IB. Demethylation of IB was accomplished with 
reagents such as BB13, to provide hydroxylactone 1C, which was treated with alkylating 
agents such as methyl iodide to provide ID. Conversion of ID to amine IE was 
accomplished using hydrogen gas and a palladium catalyst such as 10% palladium on 
carbon. IE was converted to quinoline IF by a Skraup ring annulation reaction. 
Introduction of funcuonalization at the C-5 position of IF to provide 1 was achieved 
through addition of organometallic reagents such as phenyllithium to the C-5 carbonyl to 
provide 1G, followed by deoxygenation with Lewis acids such as BF 3 OEt 3 and reducing 
agents such as triethylsilane to provide 1. 
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Scheme ? 



1F 




2 



2A: R=H 
2B: R=Me 




A more preferred route to compounds of this invention is exemplified in Scheme 2. 
IF was converted to methyl acetal 2B, via hemiacetal 2A, using a two-step procedure 
comprising conversion of IF to 2A with reagents such as diisobutylalurainum hydride in an 
aprotic solvent such as dichloromethane followed by acid-catalyzed acetal formation with 
acids such as p-toluenesulfonic acid monohydrate and alcohols such as methanol to provide 
2B. 2B was treated with nucleophiles such as aUyltrimethylsilane in the presence of a 
Lewisacid such as boron trifluoride diethyl etherate to form C-5 allyl analogs such as 
Example 2. The Lewis acid/methyl acetal complex was also condensed with 
organomagnesium chlorides, bromides or iodides to provide compounds of this invention 
such as Example 11. 
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Scheme 3 




3C: R=S0 2 CF 3 




3: R=NHMe 
4: R=C0 2 Me 
5: R=CH=CH 2 
6: R=CeCH 



As exemplified in Scheme 3, the C-10 position of 1C was subjected the same 
reduction/Skraup conditions described in Scheme 1 to afford hydroxyquinoiine 3B. 3B was 
converted to inflate derivative 3C with reagents such as trifluoromethanesulfonic anhydride 
then derivatized at the C-5 position as described in schemes 1 and 2 to provide analogs such 
as 3D. The functionalized C-10 Inflates were used in coupling reactions mediated by 
palladium catalysts for animations, carbonylations, Stille couplings and modified 
Sonagashira reactions and provided aminomethyl, carbomethoxy, vinyl and acetylenic 
derivatives of 3D such as the C-5 allyl-substituted examples 3, 4, 5, and 6, respectively. 
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Scheme 4 




3B: R=OH 
7A: R=OTBS 
8A: R=OCF 2 H 




8: R=OCF 2 H 

As shown in Scheme 4, treatment of 3B with terf-butyl dimethylsilyl (TBS) ether 
and a base such as imidazole, triethylamine or diisopropylethylamine and functionalization 
5 of the C-5 position as described in schemes 1-3 provided silane 7B. Removal of the silane 
group with reagents such as tetra n-butylaramonium fluoride in THF, to provide phenol 7, 
and treatment with R-X or RC(0)X, where R is an alkyl group and X is a leaving group 
such as halogen, provided alkoxy and carboxy compounds such as examples 9 and 10. 
Halo alkoxy analogs were prepared from 3B by nucleophillic displacement using a 
10 polyhalogenated alkylating agent such as CF2HCI to provide 8A followed by 

functionalization at the C-5 position of 8A, as described in Schemes 1-3, to provide 8. 
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Scheme 5 




'MOM 




>R 



12B: R=H 

12C: R=C(0)CH 3 



12: R=C(0)CH 3 
13: R=H 



14: R=CH 2 SMe 
15: R=C(Q)NMe 2 



As exemplified in Scheme 5, IF was treated with lithiated, O-protected phenol 
reagents, such as 3-(methoxymethoxy)phenylUthium, to provide 12A. The protecting group 
was cleaved in acidic media, such as methanolic or aqueous HC1, to provide diol 12B which 
was converted to phenyl acetates 12C with reagents such as acetyl chloride and base such as 
pyridine, triethylamine or diisopropylethylamine. The tertiary alcohol was then reduced as 
described in Scheme 1, and the acetate group of Example 12 was removed to provide 
Example 13. Example 13 was alkylated or acylated as described in Scheme 4 to provide 
examples 14 and 15. 
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Scheme 6 




17 

As shown in Scheme 6, functionality in the meta position of the phenyl ring in the 
C-5 position was introduced using meta-halophenyl analogs such as Example 11. prepared 
as described in Scheme 2. StiUe or Suzuki couplings or animations with palladium catalysts 
such as [l,l-bis(diphenylphosphino)ferrocene]dichloropaUadium(II) or 
tetiakis(triphenylphosphine)palladium(0) in the presence of ligands such as 
tributylstannylfuran or morpholine provided carbon- or nitrogen-bound groups in the meta 
position of the aromatic ring at the C-5 position as exemplified in examples 16 and 17, 
respectively. 
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Scheme 7 




As shown in Scheme 7, IF was treated with magnesium halides, preferably 
bromides, to provide an intermediate hemiketal which was treated with acid catalysts such 
para-toluenesulfonic acid, methanesulfonic acid or aqueous hydrochloric acid to provide 
optionally substituted analogs such as 18 as mixtures of E and Z isomers. 

The chemistry shown in Scheme 1 was found to be general. Thus, a variety of 
tetracyclic cores could be prepared from an assortment of substituted anisoles via their 
corresponding boronic acids according to Scheme 8. 



Scheme 8 




Scheme 8 shows the applicability of the chemistry described in Scheme 1 and 
Examples 1-131 to the synthesis of new cores with substituents other than alkoxy at the C- 
10 position. Ortho metallation of substituted anisoles with a strong base such as n- or sec- 
butyllithium, followed by sequential treatment with a trialkoxyborate such as trimethyl- or 
triisopropylborate and hydrolysis with acid, as described in Scheme 1, provided the 
appropriately substituted boronic acids which were then elaborated to compounds of 
Formula I using chemistry described above. Further elaboration of the ring to provide 
Cores 1-17 is described below. 



-70- 



WO 99/41256 



Examples of novel tetracyclic cores prepared using the chemistry described 
Scheme 8 are shown below. 
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Core 1 




Core 2 



Core 3 



Core 4 




Core 5 



Scheme 9 




Core 6 




c C ° rel Cote? cores 

Further denvatization of Core 1 using methods well-known in the art provide 
additional tetracyclic coumarins for subsequent elaboration at the C-5 position, as shown in 
Scheme 9. For example, selective alkylation of the C-10 hydroxyl of Core 1 with alkylating 
agents (e.g., methyl iodide) and base, such as potassium carbonate, provided Core 7 
Selective derivitization of Core 1 at the C-7 position with halogenating agents such as 
bromine or N-bromosuccinimide provided the compound of Formula I precursor Core 8. 
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Br 



Scheme. ]Q 




H N H g 



OMe 



Core 9 



Core 10 



Core 11 



,0 'O 




OMe 



H 



OMe 



Core 12: R = Me 
Core 13: R = C(0)Me Core 15 

Core 14:R = CH=CH 2 




Core 16 



Scheme 10 shows additional selective bromination chemistry. Regiochemical 
brommauon of Example IF, as directed by the C-10 methoxy group and choice of 
brominating agent, provided Cotes 9. 10, and 11. These brominated rings were further 
denvauzed at the brominated positions) by transition metal-catalyzed introduction of a 
variety of functional groups. 



Schemft 1 1 



Core 2 



Core 17 



Core 7 H 

R = lower acyl 

R = lower alkyl 

As shown in Scheme 11, cores bearing phenolic hydroxyl functionality were either 
dehydroxylated (as shown for Core 2), acetylated, or alkylated by transformations well- 
known in the art. See Larock, "Comprehensive Organic Transformations. A Guide to 
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Example 2B 



Scheme 12 

OTBS 





OCH 3 l! v ^?k ir >- OCH 3 ll N ^< 0CH3U 
H " " 

Example 148 Example 149 Example 150 

Scheme 12 shows the introduction of the substituted cyclohexenyl group by Lewis 
acid catalyzed addition of the tert-butyldimethylsilyl-protected enol ether to the C-5 position 
of Example 2B. Once introduced, the diastereomers and rearrangement products were 
separated, and the alkoxycarbonyl group was optionally reduced to a hydroxyalkyl group. 

Schema n 




H 

Example 147 Examples 171, 172 and 173 

As shown in Scheme 13. the vinylic bromide group of compounds such as Example 
147 were further derivatized at the brominated position(s) to provide a number of R 19 
substrtuents by transition metal-catalyzed introduction of a variety of functional groups such 
as those described in Scheme 10. 
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Scheme 14 



Example 69 




OCH 3 l 

H 

Example 176 



NH 2 





H M 
Example 177 Examplel78 
As shown in Scheme 14, Mitsunobu introduction of phthalimide to Example 69 and 
removal of the imide group with hydrazine provided alkylamino Example 177 which was 
further derivatized to Example 178 by treatment with di(tert-butyl)dicarbonate. 



Scheme IS 

:h 3 



Example 44 




Example 179 X.^ONCCHjfe (Example 182) 

X,=CH 2 OCH 3 (Example 183) 
As shown in Scheme 15, elaboration of the C-5 nitrile of Example 44 to the a,p% 
unsaturated ester Example 179 followed by selective reduction of the alkoxycarbonyl group 
to the alkeneyl alcohol (Xi is H) provided precursors for carbamates and methoxymethyl 
ethers Examples 182 and 183, respectively. 
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Scheme Ifi 



Example 46 




Example 185 Example 186 




Example 200 

As shown in Scheme 16, conversion of ester Example 46 to its Weinreb amide 
derivative Example 185 and subsequent reduction to aldehyde Example 186 provided 
5 precursors for alkene Examples 187, 194, 195, and 200 by treatment of the aldehydes with 
a number of commercially available Wittig of Homer-Wadsworth-Emmons reagents. 
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Scheme 17 




Example 213: X=N; Y,Z=C 
Example 214: Y=N;X,Z=C 
Example 215: Z=N;X,Y=C 

As shown in Scheme 17, Example IF was convened to a ring-opened aldehyde 

using a two-step sequence involving treatment with a reducing agent such as 

diisobutylaluminum hydride in an aprotic solvent such as dichloromethane followed by 

treatment with a silylating reagent such as rm-butyldimethylsilyl chloride in the presence of 

a base such as potassium terr-butoxide. Addition of organolithium reagents such as 

Uthiopyridines to the aldehyde produced benzylic alcohols (R=pyridyl) which could then be 

converted to analogs such as Examples 213-215 using a two-step sequence comprising 

removal of the silicon group with reagents such as tetrabutylammonium fluoride and 

subsequent cyclization using reagent combinations such as triethylphosphine and 1 ,1 '- 

(azodicarbonyl)dipiperidine. 
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Example 335: X t =-OCH 3 Example X,: R=H 

Example 337: X,=H Example X,: R=Me 

As shown in Scheme 18, Example 7 was converted to the inflate derivative with 
reagents such as trifluoromethanesulfonic anhydride, then derivatized at the C-10 position 
using the methods described in Scheme 3. Reduction of Example 335 with reagents such as 
diisobutylaluminum hydride provided Example 336. Treatment of Example 336 with 
oxidizing reagents such as tetrapropylammoniura perruthenate afforded Example 337. 
Alkylation of Example 336 could be accomplished with reagents such as iodomethane in the 
presence of a base such as potassium bis(trimethylsilyl)amide to provide analogs such as 
Example 338. 
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Scheme 19 




Example 340: R=H 
Example 341: R=Me 

As shown in Scheme 19, triflate 3C was also converted to a C-10 vinyl derivative 
Example 339 and subsequently to its methyl acetal using the methods described in Schemes 
5 3 and 2, respectively. The acetal was treated with nucleophiles such as 3- 

(trimethylsilyl)cyclohexene or 3-(dimethylphenylsUyl)-3-methylcyclohexene in the presence 
of a Lewis acid such as boron trifluoride etherate to provide analogs such as Examples 340 
and 341, respectively. 



-78- 



WO 99/41256 



PCT/US99/03127 



Scheme 20 




Example343 



Introduction of sulfur at C- 10 position of Example 3B is shown in Scheme 20. 
Example 3B was treated with reagents such as dimethylcarbamoyl chloride to give a 
thionocarbamate which underwent thermal rearrangement to provide the sulfur-carbon bond 
at C-10. The allyl group at C-5 was introduced as described in Scheme 2. Hydrolysis with 
a strong base such as potassium hydroxide and alkyiation of sulfur with electrophiles such 
as iodomethane in the presence of a base such as cesium carbonate provided analogs bearing 
thioalkoxy functionality at C-10, such as Example 343. 
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Example 322 Example 323 



A route to make Examples 320-323 is shown in Scheme 21. Example 2B was 
treated with nucleophiles such as tributylvinyltin in the presence of Lewis acids such as 
boron trifluoride diethyl etherate to provide Example 320 which was then coupled with aryl 
halides such as iodobenzene in the presence of catalysts such as palladium (II) acetate to 
provide trans isomer Example 321. The Lewis acid/methyl acetal complex was also 
condensed with tributylphenylacetylenyltin to provide Example 322 which was then partially 
hydrogenated in the presence of catalysts such as palladium on BaS0 4 to provide cis isomer 
Example 323. 

It is understood from the proceeding schemes and the following examples that the 
substituents R h R 2 , R 3 , R4, R 5 , R 6 . Rl6. Rl6'. Rn, Rl8. Rl8'. Y, R 2 , and L 2 can be 
determined by selection of the appropriate commercially available or known starting 
materials (e.g., substituted methoxybenzenes) or introduced synthetically by known 
chemical methods such as those disclosed in Larock, "Comprehensive Organic 
Transformations. A Guide to Functional Group Preparations," VCH Publishers. New York 
(1989), hereby incorporated by reference. 

Also, it will be appreciated by one skilled in the art that selective protection and 
deprotection steps depending on the nature of R,. R 2 , R 3 , R4, R 5 , R 6 , R 16> R 16 ., R 17 , R 18 , 
Rl8% Y, R 2 , and L 2 can be carried out in varying order or number of steps to successfully 
complete the synthetic sequences. Commonly used protecting groups are disclosed in 
Greene, "Protective Groups In Organic Synthesis," John Wiley & Sons, New York (1981), 
hereby incorporated by reference. 
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Example 1 
mhenzonvrannrT/Unqw^l^ 



Example 1ft 

A solution of 1,3-dimethoxybenzene (33.2 g, 240 mraol) in hexanes (20 mL) at 
-20 °C was treated sequentiaUy with n-butyllithium (100 mL of a 2.4 M solution in hexanes, 
240 mmol) and N,NJ^'^r-tetramethylethylenediamine (1.81 mL, 12 mmol), stirred at 23 
°C for 1.5 hours, cooled to -78 °C, treated with triisopropylborate (60.9 mL, 264 mmol) in 
diethyl ether (60 mL) over 1 .5 hours with additional diethyl ether (150 mL) added to 
maintain stirring, stirred at 23 °C for 2 hours, poured into ice (150 mL) and 3M HC1 (150 
mL), and extracted with ethyl acetate. The extract was dried (Na 2 S0 4 ), filtered, and 
concentrated, during which a white solid precipitated from solution. The solid was collected 
15 by filtration and washed with hexanes to provide the desired compound. 
MS (DCI/NH3) m/z 200 (M+NH4)+. 

Examnle IB 

A mixture of Example 1A, methyl 5-nitro-2-bromobenzoate (25.8 g, 99.2 mmol), 
20 (2 1.7 g, 1 19 mmol), cesium carbonate (97. 1 g, 298 mmol). and dichlorobis- 

(triphenylphosphine)palladium(n) (3.5 g, 5.0 mmol) in DMF (300 mL) was stirred for 24 
hours at 80 °C, cooled to 23 °C, treated with water (600 mL), and extracted with ethyl 
acetate (800 mL). The extract was dried (Na 2 S0 4 ) and concentrated, during which a light 
yellow solid precipitated from solution. The mixture was placed in a freezer (-20 °C) for 2 
25 hours then filtered to provide the desired compound. 
MS (DCI/NH3) m/z 318 (M+H)+ and 335 (M+NIL,)-". 

Example IP 

A solution of Example IB (1 1. 1 g, 35. 1 mmol) in dichloromethane (60 mL) at -78 
°C was treated with boron tribromide (25.0 g, 99.8 mmol),warmed to 23 °C for 1 hour, 
recooled to -78 °C, and treated with methanol (100 mL). The mixture was warmed to 0 °C, 
and the precipitate was collected by filtration and recrystallized from methanol to provide the 
desired compound. 
MS (DCI/NH3) m/z 275 (M+NH4)+. 

Example ID 
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A mixture of Example 1C (10.7 g, 41.6 mmol) and CS2CO3 (20.0 g. 61.4 mmol) in 
DMF (130 mL) at 23 °C was treated dropwise with methyl iodide (22.8 g, 161 mmol), 
stirred for 4 hours, treated with water, and extracted with 1:1 ethyl acetate/hexane. The 
extract was concentrated, and the resulting solid was filtered, washed with water (100 mL), 
and dried under vacuum to provide the desired compound. 
MS (DCI/NH3) m/z 289 (M+NH4) + . 

Example IK 

A suspension of Example ID (11.2 g, 41.3 mmol) in dioxane (400 mL) at 23 °C 
was treated with 10% palladium on carbon (580 mg), heated at 65° C, treated with 
hydrogen, stirred under atmospheric pressure for 60 hours, filtered through powdered sea 
shells (Celite®) while hot, and concentrated during which a precipitate formed. The product 
was filtered and dried under vacuum to provide the desired compound. Concentration of the 
mother liquor to half of its original volume afforded a second crop of desired compound. 
15 MS (DCI/NH3) m/z 242 (M+H)+ and 259 (M+NH4)+ 

Example IF 

A solution of Example IE (4.0 g, 16.6 mmol) and iodine (1.7 g. 6.64 mmol) in 
acetone (380 mL) in a 1L sealed ACE glass high pressure vessel at 105 °C was stirred for 48 
hours, cooled to room temperature, and concentrated. The residue was purified by flash 
chromatography on silica gel with 0 to 12% ethyl acetate/hexanes to provide the desired 
compound. 

MS (DCI/NH3) m/z 322 (M+H)+. 

1 Example IP 

A solution of Example IF (1.02 g, 3.18 mmol) in THF (20 mL) at -78 °C was 
treated with a solution of phenyllithium (10.9 mL, 19.6 mmol) in cyclohexanes/diethyl 
ether, warmed to -50 °C. stirred for 2 hours, treated with saturated NH4CI, warmed to 25 
°C. and extracted with ethyl acetate The extract was dried (Na 2 S0 4 ), filtered, and 
concentrated. The residue was purified by flash chromatography on silica gel with 20% 
ethyl acetate/hexanes to provide the desired compound. 
MS (DCI/NH3) m/z 400 (M+H)+. 

Example 1 

2 . 5-dihYdrO- 1 0-mf ttlOX V-7 14-trimef hvl-S-nhenvl- 1 H-M Ih ^ nnvrannf 3 4.n otl innlin*1 tf. 

rilhen7:npvranon.4-fl quinn1inft 



20 
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A solution of Example 1G (0.67 g, 1.67 mmol) in dichloromethane (30 mL) at -78 
°C was treated with triethylsilane (2.91 g, 25.05 mmol) and BF 3 OEt 2 (0.95 g, 6.68 mmol). 
wanned to room temperature, stirred for 16 hours, and treated with saturated NaHC03. 
The organic layer was dried (Na 2 S0 4 ). filtered, and concentrated. The residue was purified 
5 by flash chromatography on silica gel with 5% ethyl acetate/hexanes to provide the desired 
compound. 

MS (DCI/NH3) m/z 384 (M+H)+; 

*H NMR (300 MHz, DMSO-d 6 ) 5 8.00 (d, 1H), 7.19 (m, 5H), 6.9 (dd, 1H), 6.76 (s, 
1H), 6.69 (dd, 1H), 6.55 (d, 1H), 6.43 (d, 1H). 6.2 (s, 1H), 5.38 (s, 1H), 3.8 (s, 3H). 
10 1.83 (s, 3H), 1.22 (s, 3H), 1.14 (s, 3H); 

Anal, calcd for C26H25NO2: C, 81.42; H, 6.58; N, 3.65. Found C, 81.28; H, 6 30; N, 
3.47. 

Example. 7. 

2 . 5-dihYdm-lQ-meth0XY-7„? 4-trimethvl-5-r?-nrone.nv1VlH-r n h ft n7npv ra non4. 

flquinoline. 

Example 2A 

A solution of Example IF (6.65 g, 20.69 mmol) in dichloromethane (500 mL) at -78 
°C was treated dropwise with 1M diisobutylaluminum hydride in hexanes (47.6 mL, 47.6 
mmol), stirred for 2 hours, treated sequentially with saturated aqueous sodium potassium 
tartrate (300 mL) and ethyl acetate (600 mL), and stined vigorously for 4 hours. The 
extract was washed with brine, dried (Na 2 S0 4 ), filtered, and concentrated to provide the 
desired compound. 
MS (DCI/NH3) m/z 306 (M-OH)+. 

Example 2R 

A solution of Example 2A (4.20 g, 12.99 mmol) in methanol (150 mL) at 0° C was 
treated with p-toluenesulfonic acid-H 2 0 (1.2 g, 20 wt %), stirred for 30 minutes, stirred at 
room temperature for 1 hour, cooled to 0 °C for 30 minutes, and filtered. The solid was 
rinsed with hexanes and dried under vacuum to provide the desired compound. The filtrate 
was poured into saturated NaHCCb and extracted with ethyl acetate. The extract was 
washed with brine, dried (Na 2 S0 4 ), filtered, and concentrated. The residue was purified by 
flash chromatography on silica gel with 10-20% ethyl acetate/hexanes to provide additional 
desired compound. 
MS (DCI/NH3) m/z 306 (M-OCH 3 )+. 
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Example 2 

2.5-d i hYdro-10-methoxv-2^ 

flquinoiine 

A solution of Example 2B (2.50 g, 7.41 mmol) in dichloromethane (225 mL) was 
treated with allyltrimethylsilane (4.0 raU 25.2 mmol), cooled to - 78 °C, treated dropwise 
with BF3-OEt2 (3.1 mL, 25.2 mmol), stirred for 15 minutes at -78 °C, warmed to 0 °C for 
30 minutes, treated with saturated NaHCC>3, and extracted with ethyl acetate. The extract 
was washed with brine, dried (MgSCU), filtered, and concentrated. The residue was 
purified by flash chromatography on silica gel with 5-20% ethyl acetate/hexanes to provide 
the desired compound. 
MS (DCI/NH3) m/z 348 (M+H)+; 

*H NMR (300 MHz, DMSO-do) 8 7.96 (d, 1H), 7.07 (t, 1H), 6.71 (d, 1H), 6.60 (d, 1H), 
6.52 (d, 1H), 6.12 (br s, 1H), 5.82 (m, 1H), 5.76 (dd, 1H), 5.44 (br s, 1H), 5.01 (m, 
2H), 3.86 (s, 3H), 2.44 (m, 1H), 2.20 (m, 1H), 2.16 (s, 3H), 1.17 (s, 3H), 1.16 (s, 3H); 
Anal, calcd for C23H25NO2: C, 79.51; H, 7.25; N, 4.03. Found: C, 79.35; H, 7.30; N, 
3.89. 

Example 3 Claim 

2,5-dihvdro-2.2.4 > N-tetramethvl>5>r2-pm penv1VlH-rnhenzopvr a nn^4. 

flQuinolin-10-armnft 

Example 3A 

A solution of Example 1C was processed as in Example IE to provide the desired 
compound. 

MS (DCI/NH3) m/z 227 (M+H)+. 

Example 3B 

A solution of Example 3 A was processed according to the procedure in Example IF 
to provide the desired compound. 
MS (DCI/NH3) m/z 308 (M+H) + . 

Example 3C 

A solution of Example 3B (1.38 g, 4.49 mmol), triethylamine (1.92 mL, 13.77 
mmol) and 4-dimethylaminopyridine (100 mg) in dichloromethane (50 mL) at -78°C, was 
treated dropwise with trifluoromethanesulfonic anhydride (1.39 g, 4.94 mmol), stirred 30 
minutes at -78° C, warmed slowly to room temperature over 1.5 hours, poured into 
saturated NH4CI, and extracted with ethyl acetate. The extract was washed with water, dried 
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(MgS0 4 ), filtered, and concentrated. The residue was purified by flash chromatography 
silica gel with 10% ethyl acetate/hexanes to provide the desired compound. 
MS (DCI/NH3) m/z 440 (M+H)+. 



Examnlft in 

Example 3C was processed according to the procedures in examples 2A, 2B and 2 
to provide the desired compound. 
MS (DCI/NH3) m/z 466 (M+H)+. 

Example 1 

2 . 5-dihYdrO-2,2.4.N-tPtramPthvl-5.Q.prn p ft nvn-1R.f1^ 1 ;n 7: np V r a nnfl < A- 

f]ouinolin-in- a mi nr 

A solution of Example 3D (0.165 g, 0.36 mmol), palladium(ID acetate (0.0016 g, 
0.007 mmol), (S)-(-)-2,2 , -bis(phenylphosphino)-l,l'-binapthyl (0.0055. 0.008 mmol), 
sodium tert-butoxide (0.051 g, 0.53 mmol), methylamine (0.44 raL of a 2.0M solution in 
THF, 0.88 mmol) in toluene (0.5 raL) was heated at 90 °C for 4 hours in a sealed ACE- 
glass high pressure vessel, cooled to 0 °C, diluted with ethyl acetate (5 mL), and washed 
with0.5MHCl. The organic extract was dried (Na 2 S0 4 ), filtered, and concentrated. The 
residue was purified by flash chromatography on silica gel with 5-12% ethyl acetate/hexanes 
to provide the desired compound. 
MS (DCI/NH3) m/z 347 (M+H)+; 

*H NMR (300 MHz, DMSO-de) 5 7.83 (d, 1H). 6.94 (dd, 1H), 6.62 (d. 1H). 6.28 (dd, 
1H). 6.25 (dd. 1H). 6.05 (d. 1H). 5.86-5.74 (m. 2H). 5.67 (dd. 1H). 5.45 (s, 1H), 5.40 
(q, 1H). 5.03 (dd. 1H). 4.98 (dd. 1H), 2.72 (d, 3H). 2.16 (s. 3H), 1.17, (s. 3H), 1.15 (s. 
3H); 

HRMS m/z calcd for C23H26N2O: 346.2045 (M+H)+. Found: 346.2049. 



Example 4 

mgthvl2.5-dihvdrO-2.2,4-trimPthvl-5.r2-nrnp^ n v1V1H-ri1h ( »nzopvr a nnn.4. 

flouinoIinR-in-carhnxvIn^ 
A solution of Example 3D (263 mg, 0.565 mmol). triethylamine (0.10 mL, 0.717 
mmol), 1.3-bis(diphenylphosphino)propane (26 mg. 0.063 mmol) and DMSO (1.5 mL) in 
methanol (8 raL) was treated with palladium acetate (12.7 mg. 0.056 mmol). saturated with 
carbon monoxide, stirred under carbon monoxide (1 atm) for 20 minutes, heated at 65 °C 
for 3 hours, cooled, diluted with ethyl acetate (100 mL). and filtered. The filtrate was 
washed with brine, dried (MgSQ 4 ). filtered, and concentrated. The residue was purified by 
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flash chromatography on silica gel with 5-10% ethyl acetate/hexanes to provide the desired 
compound. 

MS (DCI/NH3) m/z 376 (M+H)+ ; 

*H NMR 8 7.19 (m, 2H), 7.03 (dd, 1H), 6.78 (d, 1H), 6.60 (d, 1H), 6.30 (m, 1H), 5.85 
(m, 2H), 5.46 (m, 1H), 5.05 (dm, 1H), 4.98 (dm, 1H), 3.77 (s, 3H), 2.30 (m, 2H), 2.19 
(d, 3H), 1.21 (s, 3H), 1.15 (s, 3H); 

HRMS m/z calcd for C24H25NO3: 375.1834 (M+H) + . Found: 375.1841. 

Example 5 

flaainoling 

A solution of Example 3D (103 mg, 0.221 mmol) and (l,3-bis(diphenylphosphino)- 
ferrocene)palladium (II) chloridedichloromethane (22 mg, 0.027 mmol) in 1 -me thy 1-2- 
pyrrolidinone (2 mL) was treated with vinyl tributylstannane (0.1 10 mL, 1 19 mg, 0.376 
mmol), heated at 65 °C for 24 hours, cooled to room temperature, treated with saturated KF, 
and extracted with ethyl acetate. The extract was washed with brine, dried (MgSC>4), 
filtered, and concentrated. The residue was purified by flash chromatography on silica gel 
with 5% ethyl acetate/hexanes to provide the desired compound. 
MS (DCI/NH3) m/z 344 (M+H)+; 

*H NMR 5 7.22 (d, 1H), 7.15 (m, 2H), 6.99 (dd, 1H), 6.83 (dd, 1H), 6.63 (d, 1H), 6.23 
(m, 1H), 5.87 (ddm, 1H), 5.73 (dd, 1H), 5.76 (dd, 1H), 5.47 (m, 1H), 5.33 (dd, 1H), 
5.03 (dd, 1H), 4.98 (dm, 1H), 3.77 (s, 3H), 2.44 (m, 1H), 2.28 (m, 1H), 2.18 (d, 3H), 
1.21 (s, 3H), 1.15 (s, 3H); 

HRMS m/z calcd for C24H26NO: 344.2014 (M+H)+. Found: 344.201 1 

Example 6 

lQ-ethvnvl-2,5-dihvdro- 1 flmethoxv-2.2.4-trimeth vl-S- f 2-propenvl V 1 H- 
rnbenzonvranon.4-flquinnline 

Example 6A 

A solution of Example 3D (25 mg, 0.054 mmol), tetra-n-butylammonium iodide (40 
mg, 0.108 mmol), bis(triphenylphosphine)palladium chloride (7.0 mg, 0.010 mmol), 
copper(D iodide (3.8 mg, 0.020 mmol) and triethylamine (0.15 mL, 0.717 mmol) in DMF 
(0.75 mL) was treated with trimethylsilylacetylene (174 mg, 1.76 mmol), heated at 55 °C 
for 3 hours, diluted with ethyl acetate (20 mL), and filtered. The filtrate was washed with 
saturated NH4CI, and the aqueous layer was extracted with ethyl acetate. The combined 
extracts were dried (MgSCXO, filtered, and concentrated. The residue was applied to a 10 x 
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20 cm, 0.25 mm silica gel TLC plate and eluted twice with 10% ethyl acetate/hexane. 
Extraction of the silica gel with ethyl acetate provided the desired compound. 
MS (DCI/NH3) m/z 414 (M+H)+; 

1H NMR (300 MHz, DMSO-dfi) 5 8.36 (d, 1H), 7.07 (m. 2H), 6.90 (dd, 1H), 6.60 (d. 
5 1H). 6.34 (m, 1H). 5.80 (m, 2H). 5.46 (m, 1H). 5.04 (dm, 1H), 4.97 (dm. 1H). 2 35 (m 
1H). 2.26 (m, 1H), 2.17 (d, 3H), 1.18 (s, 3H), 1.17 (s, 3H), 0.26 (s, 9H). 

Example ft 

l tethvnvl-2 . 5-rtihYriro-2.2^ 

' flquinoline! 

A solution of Example 6A in THF (2.5 mL) was treated sequentially with glacial 

acetic acid (0.005 mL) and 1M tetra-n-butylammonium fluoride in THF (0.050 mL, 0.050 

mmol), stirred at room temperature for 18 hours, and purified according to the procedure in 

Example 6A to provide the desired compound, 
i MS (DCI/NH3) m/z 342 (M+H)+; 

1H NMR (300 MHz, DMSO-d6)5 8.27 (dd, 1H). 7.15 (t, 1H), 7.07 (d, 1H), 6.91 (dm, 

1H), 6.62 (d, 1H), 6.34 (m, 1H), 5.80 (m. 1H), 5.46 (m. 1H), 5.03 (dm, 1H). 4.98 (dm 

1H), 4.41 (s, 1H), 2.44 (m, 2H), 2.17 (s, 3H), 1.18 (s, 6H); 

HRMS calcd m/z forC 2 4H 2 3NO: 341.1780 (M+H)+. Found: 341.1788. 

Example 7 
2 . 5-dihvdm-2? 4-tnme?hvM^ 

Example. 7A 

A solution of Example 3B (569 mg, 1.85 mmol) in DMF (8 mL) at 23 °C was 
treated sequentially with imidazole (379 mg, 5.55 mmol) and t-butyldimethylsilyl chloride 
(418 mg, 2.78 mmol), stirred for 3 hours, poured into water, and extracted with 2:1 
hexane/ethyl acetate (22 mL). The extract was washed with water and brine, dried 
(Na 2 S0 4 ), filtered, and concentrated. The residue was purified by flash chromatography on 
silica gel with 25% ethyl acetate/hexanes to provide the desired compound. 
MS (DCI/NH3) m/z 422 (M+H)+. 



Example 7B 

Example 7A was processed as in examples 1G and lto provide the desired 
compound. 



Example 7 
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2J-d i hYdro-?7 4-trimftthvl-5-nhenvl-iH-rnh P n y n ry r n nn n ,4-nn,,inni ; ».i n - n | 
A solution of Example 7B (0.90 g. 1.87 mmol) in THF (12 mL) at 0 °C was treated 
with 1M tetra-n-butylammoniura fluoride in THF (3.37 mL, 3.37 mmol), warmed to 23 «C 
with over 1 hour, treated with water, and extracted with ethyl acetate. The extract was 
washed with brine, dried (Na 2 S0 4 ). filtered, and concentrated. The residue was purified by 
flash chromatography on silica gel with 10-30% ethyl acetate/hexanes to provide the desired 
compound. 

MS (DCI/NH3) m/z 370 (M+H)+; 

1H NMR (300 MHz, DMSO-dg) 8 9.63 (s. 1H), 9.16 (d, 1H), 7.13-7.24 (m, 5H). 6.74 
(s, 1H), 6.70 (d,lH), 6.8 (d.lH), 6.39 (dd, 1H), 6.26 (dd. 1H). 6.11 (d. 1H), 5 37 (s 
1H), 1.85 (d, 3H), 1.22 (s, 3H), 1.11 ( s , 3H); 

HRMS calcd m/z for C25H23NO2: 369.1729 (M+H)+. Found 369.1736. 



Examplp 8 

l Q-fdiflMOromfthQ7rY)-2,5-dihvdro-?2.4-trimPthv1-«>.O . nron ft nvn-m- 
rnhenT-npyran^^-flrji.tn^li^ 

Example 8^ 

A solution of Example 3B (1.11 g, 3.6 mmol) in DMF (10 mL) at 0 °C was treated 

sequentially with sodium t-butoxide (0.38 g, 3.6 mmol) and bromodifluoromethane (10 

mL), stirred at 0 °C for 6 hours, warmed to room temperature for 1 hour, treated with 

saturated NaHCOs, and extracted with ethyl acetate. The extract was dried (Na 2 S0 4 ), 

filtered and concentrated. The residue was purified by flash chromatography on silica gel 

with 5% ethyl acetate/hexanes to provide the desired compound. 
MS (DCI/NH3) m/z 436 (M+H)+. 



Example fl 

lQ-(difl«0r0mPfh0XV)-2.5-dihvdro-2^4-tri TTlrTh Y l.5.f2.nrn I v»nvn.m. 
rilhen7onvranor3.4-q Tl j n rtj nf 

Example 8A was processed as in examples 2B and 2 to provide the desired 
compound. 

MS (DCI/NH3) m/z 384 (M+H)+; 

J H NMR (300 MHz, DMSO-d 6 ) 5 7.75 (d, 1H). 7.20 (t. 1H). 7.15 (t, 1H), 6.83 (dd. 
1H). 6.81 (dd. 1H), 6.63 (d, 1H). 6.28 (s. 1H), 5.89-5.75 (m, 2H), 5.46 (s, 1H), 5.04 
(dd. 1H). 4.96 (dd. 1H). 2.48-2.40 (m. 1H), 2.29-2.20 (m. 1H), 2.18 (s, 3H). 1.17 (s, 
6H); 

HRMS calcd for C23H23F2NO2: 383.1697 (M+H)+. Found 383.1693. 
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Example O 

l Q-ethOXV-2.5-dihvdro-7 7 4-trimgthv1.S.p h envl-1H.mh e n™pvr a nnp 4. 

Oaianolins 

Example 9A 

A solution of Example 3B (28 mg, .09 mmol) in DMF (1.0 mL) at 0 °C was treated 
with sodium hydride (2.4 mg of a 60% dispersion in mineral oil. 0.01 mmol), stirred for 1 
hour, treated with ethyl bromide (20 mg, .182 mmol), stirred for 30 minutes at room 
temperature, treated with saturated NaHC0 3 . and extracted with ethyl acetate. The extract 
was dried (Na2SC>4), filtered, and concentrated. The residue was purified by flash 
chromatography on silica gel with 5% ethyl acetate/hexanes to provide the desired 
compound. 

Example 9 

10-eth0XY-2.^dihvdro-??4-trimethv1-S-phenv1-1H-rnh ft n y npvr a nnH i 4- 

flquinoline 

Example 9A was processed as in examples 1G and 1 to provide the desired 
compound. 

MS (DCI/NH3) m/z 398 (M+H)+; 

!H NMR (300 MHz, DMSO-d 6 ) 5 8.09 (d, 1H), 7.20-7.15 (m, 5H), 6.78 (dd, 2H), 6.77 
(s, 1H), 6.69 (d, 1H), 6.53 (dd, 1H), 6.43 (dd, 1H), 6.18 (d, 1H), 5.39 (d, 1H), 3.99- 
4.06 (m, 1H), 1.85 (d, 3H), 1.38 (t, 3H), 1.22 (s, 3H), 1.16 (s, 3H); 
HRMS calcd m/z for C27H27NO2: 397.2042 (M+H) + . Found 397.2034. 

Example 10 

2.5-d i bYdrO-2,?. 4-trimethvl-S-phenv1-1H-r n henznpvranon.4-nqiHnnlinP-in.nl 

acetate festert 

A solution of Example 7 (20 mg, 0.05 mmol) in pyridine (1 mL) at 0 °C was treated 
with acetic anhydride (0.1 mL, 1.05 mmol), stirred at room temperature 14 hours, and 
concentrated. The residue was purified by flash chromatography on silica gel with 20% 
ethyl acetate/hexanes to provide the desired compound. 
MS (DCI/NH3) m/z 412 (M+H)+; 

*H NMR (300 MHz, DMSO-de) 8 7.62 (d, 1H), 7.21-7.16 (m, 5H), 6.93 (t, 1H), 6.77 (s, 
1H), 6.73 (d. 1H), 6.65 (dd, 1H), 6.62 (dd, 1H), 6.32 (s, 1H), 5.37 (s, 1H), 2.30 (s, 
3H), 1.79 (s, 3H), 1.22 (s, 3H), 1.14 (s. 3H); 

HRMS calcd m/z for C27H25NO3: 41 1.1834 (M+H)+. Found: 41 1.1842. 
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Example. 1 1 

5-f3-bromo-5-methvlnhe.nv1V2.5-dihvrirr>.10- met hn»v.? ? .,4-tri m pthv1-1H- 
f llbenzonvranott.^flqiiinnlin,. 
A solution of Example 2B and (0.520 g, 1.54 mmol) in dichloromethane (50 mL) 
was cooled to -10 °C, treated dropwise with BF 3 OEt 2 (0.57 mL, 4.62 mmol), stirred for 
30 minutes at -10 °C, treated dropwise with a 0.49 M solution of 3-bromo-5- 
methylphenylmagnesium bromide in diethyl ether (12.6 mL), stirred for 15 minutes, treated 
with saturated NaHCQj, and extracted with ethyl acetate. The extract was washed with 
brine, dried (Na2SC>4), filtered, and concentrated. The residue was purified by flash 
chromatography on silica gel with 5% ethyl acetate/hexanes to provide the desired 
compound. 

*H NMR (300 MHz, DMSO-d 6 ) 5 8.02 (d, 1H), 7.22 (s, 1H), 7.03 (br d.lH), 6.95 (t, 
1H), 6.74 (s, 1H), 6.71 (d, 1H), 6.59 (d, 1H). 6.50 (d, 1H). 6.26 (d, 1H), 5.42 (s, 1H), 
4.04 (s, 1H).3.80 (s, 3H), 2.18 (s. 3H), 1.85 (s, 3H). 1.23 (s, 3H), 1.16 (s, 3H); 
HRMS m/z calculated for C27H26NC>2Br: 475. 1 147 (M+H)+ Found 475. 1 143. 

Example 12 

3-(2,5-dihydro- 1 0-methoxv-2.2.4-trimethvi- 1 H-r i ihenr o nvrannf ^ a-figninnii^.s. 

Example 12 A 

A solution of 3-methoxymethoxyphenyl bromide (10.85 g, 50.00 mmol) in THF 
(300 mL) at -78 °C was treated with n-butyllithium (2.5 M in hexane, 20 mL), warmed to 
-30 °C. recooled to -78 °C, treated with Example IF, warmed to -50 °C, quenched with 
saturated NH4CI, warmed to ambient temperature, decanted, and concentrated. The residue 
was treated with water and extracted with ethyl acetate. The extract was washed with water 
and brine, dried (Na2SC>4), filtered, and concentrated. The residue was purified by flash 
chromatography on silica gel with 20-25% ethyl acetate/hexanes to provide the desired 
compound. 

MS (DCI/NH3) m/z 460 (M+H)+. 

Example 12R 

A solution of Example 12A (2.30 g, 5.00 mmol) in methanol (10 mL) was treated 
with HCl-saturated methanol (50 mL), stirred for 18 hours, poured into 1: 1 ethyl 
acetate/saturated NH4CI, and extracted with ethyl acetate. The extract was washed with 
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water and brine, dried (Na 2 S0 4 ). filtered, and concentrated to provide the desired 
compound. 

MS (DCI/NH3) m/z 416 (M+H)+. 

Example-. 17C 

A solution of Example 12B (2.45 g. 5.89 mmol) and pyridine (2.33 g. 29.4 mmol) 
in THF (100 raL) was treated with acetyl chloride (0.51 g, 6.48 mmol), stirred for 4 hours, 
allowed to settle, decanted, and concentrated. The residue was treated with saturated 
NaHC03 and extracted with ethyl acetate. The extract was washed with water and brine, 
dried (Na2S04), filtered, and concentrated. The residue was purified by flash 
chromatography on silica gel with 25-33% ethyl acetate/hexanes to provide the desired 
compound. 

MS (DCI/NH3) m/z 458 (M+H)+. 

Example 12 

3-(2.5-dihYdn>-10-mfrhoXV-2.2.4-trimethv1-lH-rnh ft n7n P vr a nnn 4-flaiiinnlin.S- 

vnnhennl.acetarft (estSl) 
Example 12C was processed as in Example 1 to provide the desired compound. 
MS (DCI/NH3) m/z 442 (M+H)+; 

1H NMR (300 MHz, DMSO-de) 8 8.01 (d, 1H), 7.26 (t, 1H), 7.07 (d, 1H), 6.98-6.90 (m. 
2H), 6.85 (s, 1H), 6.77 (s, 1H), 6.71 (d, 1H), 6.58 (d, 1H), 6.46 (dd, 1H), 6.23 (s, 1H), 
5.40 (s, 1H), 3.79 (s, 3H), 2.19 (s, 3H), 1.85 (s, 3H), 1.23 (s, 3H), 1.14 (s, 3H); 
Anal, calcd for C28H27NO4 O.25H2O: C, 75.40; H, 6.21; N, 3.14. Found: C, 75.76; H, 
6.21; N, 2.84. 

Example 13 

3-(2.5-dihYdro-10-methoXV-2.2.4-trimp.thvl-1H-rnh ft n 7 o p vr a non.4-nqiunolin-5-vn P heno1 

A solution of Example 12 (0.81 g, 1.84 mmol) in THF (20 mL) and methanol (20 
mL) was treated with K2CO3 ( 2.00 g, 14.5 mmol) in water (6 mL), stirred for 12 hours, 
quenched with saturated NH4CI, decanted, concentrated, treated with saturated NaHCC>3, 
and extracted with ethyl acetate. The extract was washed with water and brine, dried 
(Na2S04), filtered, and concentrated to provide the desired compound. 
MS (DCI/NH3) m/z 400 (M+H) + ; 

*H NMR (300 MHz, DMSO-de) 6 9.26 (s, 1H), 8.00 (d, 1H), 7.00 (t, 1H), 6.92 (t, 1H), 
6.71-6.66 (m, 2H), 6.63 (d. 1H), 6.58-6.51 (m, 3H), 6.44 (dd. 1H). 6.15 (s, 1H), 5.38 
(s. 1H), 3.80 (s, 3H). 1.88 (s. 3H). 1.24 (s. 3H), 1.15 (s, 3H); 
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Anal, calcd for C26H25NO3: C, 78.17; H. 6.30; N, 3.50. Found: C. 77.82; H 6 42- N 
3.26. 

Example 14 

2 . 5-d i hvdro- 1 0-mPThoxv-2.2.4-rrifnpthvi-s-m-rm^ h v ithi^ mP thnvyinhenvn- 1 h. 

f 1 1henzonvranon.4-f|gii j nn ] j n<: 
A solution of Example 13 (420 mg, 1 .05 mmol) in DMF (40 mL) at 0 °C was treated 
with NaH (50 mg, 2.10 mmol) portionwise over 5 minutes, stirred for 10 minutes, treated 
with chloromethyl methyl sulfide (152 mg, 1.58 mmol), warmed to room temperature, 
treated with saturated NH4CI, and extracted with ethyl acetate. The extract was washed 
sequentially with 1M NaOH and brine, dried (Na 2 S0 4 ), filtered, and concentrated. The 
residue was purified by flash chromatography on silica gel with 5-17% ethyl acetate/hexanes 
to provide the desired compound. 
MS (DCI/NH3) m/z 460 (M+H)+; 

1H NMR (300 MHz, DMSO-de) 6 8.01 (d. 1H), 7.14 (t, 1H). 6.92 (t, 1H). 6.83-6.68 (m, 
5H), 6.56 (d, 1H), 6.47 (d, 1H), 6.21 (s, 1H), 5.40 (s, 1H), 5.13 (s, 2H), 3.80 (s, 3H), 
2.09 (s, 3H), 1.97 (s 3H), 1.24 (s, 3H), 1.16 (s, 3H); 

Anal, calcd for C28H29NO3SO.5H2O: C, 71.76; H, 6.45; N, 2.98. Found: C, 71.93; H 
6.61; N, 2.68. 

Example 15 

r3-(2.5-dihYrtro-10-m(nhoxv-2.2^ 

vDDhenvll dimftthvlcarhnmhtg 

Example 13 and N,N-dimethylcarbamoyl chloride were processed as in Example 14 
to provide the desired compound. 
MS (DCI/NH3) m/z 471 (M+H)+; 

!H NMR (300 MHz, DMSO-de) 8 8.01 (d. 1H), 7.22 (t, 1H), 7.05 (d. 1H), 6.93 (t, 2H), 
6.83 (s, 1H), 6.77 (s. 1H), 6.71 (d, 1H), 6.57 (d, 1H), 6.48 (d, 1H). 6.23 (d, 1H), 5.40 
(s, 1H), 3.80 (s. 3H), 2.97 (s, 3H), 2.85 (s. 3H), 1.86 (s. 3H), 1.24 (s. 3H), 1.14 (s. 
3H); 

Anal, calcd for C29H30N2O4: C, 74.02; H, 6.42; N, 5.95. Found: C. 74.05; H, 6.36; N, 
5.86. 

Example 16 

5-r3-(2-f"mnvn-5-methvlphenvn-2.5 dihvdrn-in-m^fhn ^ v .2,2.4-tri m e t hv». 

lH-rnhen7nnvfflnon.4-flqninnlir|p 



-92- 



WO 99/41256 PCT/US99/03127 

A solution of Example 1 1 (0.253 g, 0.531 mmol) in l-memyl-2-pyrroUdinone (25 
mL) was deoxygenated with nitrogen, treated with 2-(tributylstannyl)furan (0.33 mL, 1.06 
mmol), [lJ-bis(diphenylphosphino)ferrocene]dichloropalladiuni(II) dichloromethane 
complex (0.045 g. 0.005 mmol), heated to 85 °C for 13 hours, cooled to room temperature, 
diluted with ethyl acetate and saturated KF, stirred for 3 hours, and extracted with ethyl 
acetate. The extract was washed with brine, dried (MgS0 4 ), filtered, and concentrated. The 
residue was purified by flash chromatography on silica gel with 5-10% ethyl acetate/hexanes 
to provide the desired compound. 
MS (DCI/NH3) m/z 464 (M+H)+; 

*H NMR (300 MHz, DMSO-de) 6 8.02 (d. 1H), 7.67 (m, 1H), 7.31 (d, 2H), 6.92 (t, 1H), 

6.92 (s, 1H), 6.75 (m. 2H), 6.72 (d, 1H), 6.57-6.50 (m, 3H), 6.23 (m. 1H), 5.41 (s, 

1H), 3.78 (s, 3H), 2.20 (s, 3H), 1.89 (s, 3H), 1.24 (s, 3H), 1.17 (s, 3H); 

Anal, calcd for C31H29NO3: C, 80.32; H, 6.31; N, 3.02. Found: C, 80.08; H, 6.25; N, 

2.83. 

Example 17 

2.5-dihYdm-10-mfithoxv-?,.?4-trimethvi.5.r^-n, R thvi-s-n.m o mhniinvnph f >nviy 
1 H-r 1 1benzonvranon.4-nqi»iinli n P 
A solution of Example 1 1 (0.055 g, 0.1 15 mmol) in toluene (5 mL) was treated 
sequentially with bis(dibenzylideneacetone)palladium(0) (0.007 g, 0.012mmol), (S)-(-)- 
bis(diphenylphospino)-l.l'-binaphthyl (0.022 g, 0.035 mmol), morpholine (15uL, 0.173 
mmol), and sodium tert-butoxide (0.028 g, 0.289 mmol), stirred at 85 °C for 4 hours, 
cooled to room temperature, diluted with ethyl acetate and water, and filtered through 
powdered sea shells (Celite®). The extract was washed with brine, dried (Na2S0 4 ), 
filtered, and concentrated. The residue was purified by flash chromatography on silica gel 
with 10-33% ethyl acetate/hexanes to provide the desired compound. 
MS (DCI/NH3) m/z 483 (M+H)+; 

»H NMR (300 MHz, DMSO-de) S 7.97 (d, 1H), 6.93 (t, 1H), 6.68 (m, 2H), 6.54-6.60 
(m, 3H), 6.49 (d, 1H), 6.40 (s, 1H), 6.18 (br s, 1H), 5.40 (s, 1H). 3.78 (s, 3H). 3.65 
(m, 4H), 2.91 (m, 4H), 2.09 (s, 3H), 1.89 (s, 3H), 1.21 (s, 3H), 1.16 (s, 3H); 
Anal, calcd for C31H34N2O3O.25H2O: C, 76.44; H, 7.14; N, 5.75. Found: C, 76.61; H, 
7.35; N, 5.47. 

Example 1 S 

2.5-dihvdro-10-methoxv-2.2.4-trim ff f h vi-.5-rphf»nvimethviftn f >^- 
lH-rnhen7onvrnnon.4-no i uiiwlj nft 
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A solution of Example IF (0.100 g. 0.31 mmol) in THF (5 raL) at -78 °C was 
treated with a solution of benzylmagnesium bromide (10 mL of 0.44 M solution in ether, 
4.4 mmol) dropwise over 10 minutes, wanned to room temperature, stirred for 14 hours 
treated with saturated NH4CI, and extracted with ethyl acetate. The extract was dried 
(Na 2 S0 4 ) and concentrated. The residue was dissolved in dichloromethane (10 mL) 
treated with p-toluenesulfonic acid-H 2 0 (0.059 g, 0.3 1 mmol), stirred for 14 hours at room 
temperature, treated with 2% NaOH (10 mL), and extracted with ethyl acetate. The residue 
was purified by flash chromatography on silica gel with 10% ethyl acetate/hexanes to 
provide the desired compound as a mixture of regioisomers. The regioisomers were 
separated by HPLC (Microsorb, 5% acetone/hexanes) but rapidly interconverted at room 
temperature to a 1:1 regioisomeric mixture. 
MS (DCI/NH3) m/z 396 (M+H)+; 

*H NMR (300 MHz, DMSO-d 6 ) isomer 1: 6 8.12 (d, 1H), 7.16-7.03 (ra, 5H), 6.80-6.66 
(m, 4H), 6.45 (s, 1H), 6.34 (s, 1H), 5.0 (s. 1H), 3.90 (s, 3H), 1.84 (s, 3H), 1.20 (s 
15 3H). 0.91 (s, 3H); isomer 2: 5 8.23 (d. 1H), 7.70 (d, 2H), 7.37 (t. 2H), 7.22 (m, 1H) 
7.03-7.16 (m, 3H), 6.86 (d. 1H), 6.55 (s, 1H), 5.53 (s, 1H), 5.45 (s, 1H), 3.90 (s, 3H), 
1.97 (s, 3H), 1.25 (s, 6H); 

HRMS calcd m/z for C27H25NO2: 395.1885 (M+H)+. Found: 395.1884. 

20 Example. 19 

5-f3 . 5-(1ich1oronhenvn-^ 5-dihvrirn.in.methnw.? ? 4.r n mft rhvi.m. 
rnbenzonvranore.4.fl T iinnim f 
Example IF and 3.5-dichlorophenyl magnesium bromide were processed as in 
examples 1G and 1 to provide the desired compound. 
25 MS (DCI/NH3) m/z 452 (M+H)+; 

1H NMR (300 MHz, DMSO) 5 8.10 (d, 1H), 7.51 (t, Hz, 1H), 7.19 (d, 2H). 7.03 (dd. 
1H), 6.87 (s. 1H), 6.80 (d, 1H), 6.67 (d. 1H), 6.59 (d, 1H), 6.36 (s, 1H), 5.50 (s, 1H), 
3.87 (s, 3H), 1.93 (s. 3H), 1.29 (s, 3H). 1.22 (s, 3H); 

13C NMR (75 MHz, DMSO) 156.1, 151.1, 145.6. 143.8, 133.8. 133.8, 133.5, 128 1, 
127.6. 127.3. 127.2. 127.1. 126.7. 126.7. 117.8. 116.9. 114.1. 113.4. 110.2. 105 9 
73.3. 55.6. 49.7, 29.2. 28.5. 23.2; 

HRMS calcd for C26H23NO2CI2: 45 1 . 1 106 (M+H) + . Found 45 1 . 1 1 1 3. 



30 



35 



Example. 70 

5-bUtyl-2 , ^-(1ihvdro-10-methnxv-2 0 4- T rip 1R ,hvl.l^.p 1 henzonvrnnnn ^ 

flauinoline! 
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Example IF and n-butyllithium were processed as in examples 1G and 1 to provide 
the desired compound. 
MS (DCI/NH3) m/z 364 (M+H)+; 

»H NMR (300 MHz, DMSO-dg) 5 7.94 (d. 1H), 7.06 (dd.lH), 6.68 (dd, 1H). 6.58 (d, 

1H), 6.54 (dd, 1H), 6.08 (s, 1H), 5.67 (m, 1H), 5.44 (s, 1H), 3.85 (s, 3H), 2.15 (s, 3H), 

1.68 (m, 1H), 1.41-1.22 (m. 5H), 1.17 (s. 3H), 1.14 (s, 3H), 0.78 (t, 3H); 

Anal, calcd for Cz^NOyC, 79.30; H. 8.04; N, 3.85. Found C, 79.10; H, 8.14; N, 

3.72. 

Example 21 

2 . ^d i hYdro-l(VmethoxY-27,4-trimethvl-5-n-ftrifiiiommPthv n phenvn-iH- 

mhenznpvrannp 4- flguinnlinf! 
Example IF and 3-trifluoromethylphenyl-magnesium bromide were processed as in 
examples 1G and 1 to provide the desired compound. 
MS (DCI/NH3) m/z 452 (M+H)+; 

1H NMR (300 MHz, DMSO-dfi) 5 8.03 (d, 1H), 7.55 (m, 1H), 7.47 (m, 3H). 6.93 (dd, 
1H). 6.88 (s, 1H). 6.73 (d, 1H), 6.58 (d, 1H), 6.48 (d, 1H), 6.29 (s, 1H). 5.43 (s, 1H), 
3.79 (s, 3H), 1.85 (s, 3H), 1.23 (s, 3H), 1.17 (s, 3H); 

Anal, calcd for C27H24F3NO2: C, 71.82; H, 5.35; N, 3.10. Found: C, 71.73; H. 5.44; N, 
3.05. 

Example 22 

2 . 5-dihvdrO-10-methoxv-5-f4-methnxvphenvn-??4-t H m e thv1-1H- 
rnhenzopvrannp^fl^jnrtjnr 

Example 2B and anisole were processed as in Example 2C to provide the desired 
compound. 

MS (DCI/NH3) m/z 4 14 (M+H)+; 

*H NMR (300 MHz, DMSO-de) 5 8.00 (d, 1H), 7.04 (d, 2H), 6.90 (dd, 1H), 6.78 (dd, 
2H), 6.70 (dd. 2H), 6.60 (dd, 1H). 6.41 (dd, 1H), 6.18 (s, 1H), 5.37 (s. 1H), 3.79 (s, 
3H). 3.65 (s, 3H), 1.83 (s, 3H), 1.22 (s, 3H), 1.13 (s, 3H); 
HRMS calcd m/z for C27H27NO3: 413.1991 (M+H) + . Found: 413.1987. 

Example 23 

S^-Ch l OrOnhenYn^^-dihvdro-lO-mpthnxv^^^w H methvl-IH-fllhftnTnpvrannp , ^ 

flquinoline 

Example IF and 3-chlorophenylmagnesium bromide were processed as in examples 
1G and 1 to provide the desired compound. 
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MS (DCI/NH3) m/z 418 (M+H)+; 

*H NMR (300 MHz, DMSO-d 6 ) 5 8.01 (d. 1H). 7.23-7.12 (m, 4H), 6.90 (dd, 1H), 6.77 
(s. 1H), 6.70 (d, 1H). 6.55 (dd. 1H), 6.44 (dd, IH), 6.18 (d. 1H). 5.38 (s. 1H), 3.79 (s, 
3H), 1.84 (s, 3H), 1.22 (s, 3H). 1.15 (s, 3H); 

HRMS calcd m/z for C26H24NO2CI: 417.1496 (M+H)+. Found: 417. 1490. 

Example 24 

2.5-dihvdrP- 10-methoXV-2.2.4-trimethvl-5-n-meth v 1 D henvn- 1 H-M Ihenynpyrrmnr 1 4. 

flqmnplinc 

Example IF and 3-methylphenylmagnesium bromide were processed as in examples 
1G and 1 to provide the desired compound. 
MS (DCI/NH3) m/z 398 (M+H)+; 

1H NMR (300 MHz, DMSO-d 6 ) 8 7.94 (d, 1H), 7.01-6.91 (m, 4H), 6.84 (dd, 1H), 6.66 
(s, 1H), 6.62 (d, 1H), 6.48 (dd, 1H), 6.38 (dd, 1H), 6.11 (d, IH), 5.31 (d, 1H), 3.72 (s, 
3H), 2.10 (s, 3H), 1.78 (d. 3H), 1.15 (s, 3H), 1.09 (s, 3H); 

Anal, calcd for C28H27NO2: C. 81.58; H, 6.85; N, 3.52. Found: C, 81.23; H, 7.18; N, 
3.36. 

Example 25 

(£ ,)-2.5-dihYdm-1 0-methnxv-7^.4-trimethv1-5-nhenvl-1 H-f 1 Ih e nzQ-pvrano- 

f3.4-f|quinolinft 

Enandomer of Example 1. 
Spectral data are identical to Example 1. 
[a] D = + 85.1; 

Retention time = 11.68 minutes on a Chiralcel OJ 4.6 x 250 mm HPLC column; 
Solvent: 95:5 hexane:ethanol; 
Flow rate: 1 mL/minute. 

Example 26 

(^ .)-2.5-dihvdrO- 10-methoxv-2.2.4-trimethvl.S - nhenvl-l H-rnhenzopvranofl^- 

flauinoline 

Enandomer of Example 1 . Spectral data are identical to Example 1. 
[a] D = - 84.9; 

Retention time = 15.27 minutes on a Chiralcel OJ 4.6 x 250 mm HPLC column; 
Solvent: 95:5 hexane:ethanol; 
Flow rate: 1 mL/minute. 
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Example 27 

M3 . 5-dimfffhvlnhenv1V? S-dihvrim.lO. ^ ethmrv.7 7 <t. tr j mf thyj- 
IH-rnhenzonvrannnd-flgninnli^ 
Example IF (0.052 g, 0.162 mmol) in THF (5 mL) was cooled to 0 °C, treated 
5 dropwise with 0.38 M 3.5-dimethylphenyl magnesium bromide in dimethylether (4.4 mL, 
1.68 mmol), warmed to room temperature, stirred for 14 hours, partitioned between 
saturated NH4CI and ethyl acetate, and extracted with ethyl acetate. The extract was washed 
with brine, dried (MgS0 4 ), filtered, and concentrated. The residue was purified by flash 
chromatography on silica gel with a gradient from 10-25% ethyl acetate/hexanes to provide 
10 the desired lactol. 

The lactol (0.043 g, 0.101 mmol) was dissolved in dichloromethane (7 mL), treated 
with triethylsilane (0.16 mL, 1.01 mmol), cooled to 0 °C, treated with BF 3 OEt 2 (0.12 mL, 
1.01 mmol), warmed to room temperature, stirred for 19 hours, and treated with NaHCQ3, 
and extracted with ethyl acetate. The extract was washed with brine, dried (MgS0 4 ), and 
15 concentrated. The residue was purified by flash chromatography on silica gel with 5-10% 
ethyl acetate/hexanes to provide the desired compound. 
MS (DCI/NH3) m/z 412 (M+H)+; 

1H NMR (300 MHz, DMSO-dg) 5 8.00 (d, 1H), 6.92 (t, 1H). 6.78 (m, 3H), 6.70 (d, 1H), 
6.69 (s, 1H), 6.56 (dd, 1H), 6.47 (dd, 1H), 6.19 (d. 1H), 5.39 (s, 1H), 3.79 (s, 3H), 
2.11 (s, 6H), 1.85 (s, 3H), 1.22 (s, 3H), 1.15 (s, 3H); 

Anah calcd for C28H29NO2: C, 81.72; H. 7.10; N, 3.40. Found: C, 81.59; H, 7.54; N 
3.16. 

Example; 28 

5-f4-chlprophf nvlV? S-dihvriro- 1 0-mrthoxv-2.2.4-trim e thvi- 1 H-r 1 lh ^ nznpvrannn 4. 

flauinoiins 

Example IF and 4-chlorophenylmagnesium bromide were processed as in examples 
1G and 1 to provide the desired compound. 
MS (DCI/NH3) m/z 418 (M+H)+; 

*H NMR (300 MHz, DMSO-dg) 5 8.01 (d, 1H), 7.24 (q, 4H), 6.92 (t, 1H). 6.76 (s, 1H), 
6.70 (d. 1H). 6.57 (d, 1H), 6.43 (d, 1H), 6.24 (br s, 1H), 5.20 (br s. 1H), 3.79 (s, 3H), 
1.83 (s. 3H), 1.24 (s, 3H), 1.14 (s, 3H); 

Anal, calcd for C26H24NO2CI: C, 74.72; H. 5.79; N, 3.35. Found: C. 74.73; H, 5.68; N, 
3.29. 

Example 29 

5-f3.4-dimethvlnhenv1V2.S-dihvdm.i o .methn y v-??,4-trimf»thvi. 
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lH-mhenzopvrannp,4-flqi»nnlinp 

Example IF and 3,4-dimethylphenylmagnesium bromide were processed as in 
examples 1G and 1 to provide the desired compound. 
MS (DCI/NH3) m/z 412 (M+H)+; 

»H NMR (300 MHz, DMSO-dfi) 5 7.98 (d, 1H). 6.94 (s, 1H), 6.82 (q, 2H). 6.78 (d, 1H), 
6.67 (d, 1H), 6.53 (d, 1H). 6.42 (d, 1H), 6.17 (s, 1H), 5.37 (s, 1H), 3.78 (s, 3H), 2.08 
(s, 6H), 1.84 (s, 3H), 1.22 (s, 3H), 1.14 (s, 3H); 

Anal, calcd for C28H29O2NO.5H2O: C, 79.97; H, 7.19; N, 3.33. Found: C, 79 94- H 
7.25; N, 2.98. 

Example 30 

5-f4-flunronhenYn-2,^ihvdr(vlO-mffthoxv-2.2 4.rrim P t hvi.iH.riiiv.nznpvr a nnn^ 

flquinoline 

Example 2B and 4-fluorophenylmagnesium bromide were processed as in Example 
1 1 to provide the desired compound. 
MS (DCI/NHj) m/z 402 (M+H)+; 

1H NMR (300 MHz, DMSO-de) 5 8.03 (d, 1H), 7.16 (m, 2H), 7.03 (t, 2H), 6.88 (t, 1H), 
6.71 (s, 1H), 6.68 (d, 1H), 6.55 (d, 1H), 6.41 (d, 1H), 6.22 (s, 1H), 5.38 (s, 1H). 3.79 
(s, 3H), 1.82 (s, 3H). 1.23 (s, 3H), 1.14 (s, 3H). 

Example 31 
5-r3 . 5-hisrtrifluorpmeftvnnhe.^ 

lH-f nhenznnvrannn 4-n n ,nnn» nr 
Example 2B and 4-fluorophenylmagnesium bromide were processed as in Example 
1 1 to provide the desired compound. 

1H NMR (300 MHz, DMSO-cfc) 5 8.02 (d, 1H), 7.98 (s. 1H), 7.00 (s, 1H), 6.93 (d, 1H). 
6.75 (d, 1H), 6.59 (d, 1H), 6.49 (d, 1H). 6.38 (s, IH), 5.46 (s, 1H), 3.79 (s, 3H), 1.87 
(s, 3H), 1.21 (s. 3H), 1.19 (s, 3H); 

HRMS calcd m/z for C28H23O2F6N: 519.1633 (M+H)+. Found: 519. 1646; 

AnaL calcd for C28H23NO2F6I.25H2O: C, 62.05; H, 4.74; N, 2.58. Found: C. 61.96; H, 

4.70; N, 2.35. 

Example 32 

f-VS-O . S-riichloronhenvn-? S-dihvdm.in.m„thoyv-? 0 a.tr j methvl-iH- 
r nhenzonvranorV4-fl T i jpfti j nf 
Enantiomer of Example 19. 
Spectal data are identical to Example 19. 
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[a] D = - 208.0; 

Retention time = 6.89 minutes on a Regis (R,R)-Whelk01 Kromasil 4.6x250mm HPLC 
column; 

Solvent: 86:10:3 hexane:dichloromethane:ethanol; 
Flow rate: 1 mL/minute. 

Example 3J 

f +)-5-< 3.5-riichloronhenvl V2 5-dihvrim- 1 n. m ^thoxv-2.2.4-tri me th vl- 1 H- 

f nhenrnpvrannp fcQquinQlillS 
-Enantiomer of Example 19. Spectal data are identical to Example 19. 
[a] D m + 210.7; 

Retention time = 8.63 rain on a Regis (R,R)-Whelk01 Kromasil 4.6 x 250mm HPLC 
column; 

Solvent: 86:10:3 hexane:dichloromethane:ethanol; 
Flow rate: 1 mL/minute. 

Example 34 

5-f3.5-dinuorOI)henvlV2.^-dihvdrn-in-m t »th o xv-2.2 4.trirT, ff thvl- 
lH-rnhenyonvranon.4-flqiiino1inp. 
Example 2B and 3,5-difluorophenylmagnesium bromide were processed as in 
Example 1 1 to provide the desired compound. 

>H NMR (300 MHz, DMSO-de) 8 8.01 (d, 1H), 7.05 (m, 1H), 6.93 (t, 1H), 6.79 (s, 3H), 
6.71 (d, 1H), 6.59 (9, 1H), 6.50 (d, 1H), 6.30 (s, 1H), 5.43 (s, 1H), 3.81 (s, 3H), 1.87 
(s, 3H), 1.23 (s, 3H), 1.16 (s, 3H); 

HRMS calcd m/z for C26H23O2F2N: 419.1697 (M+H)+. Found: 419. 1702; 

Anal, calcd for C26H23O2F2N O.5H2O: C, 72.88; H, 5.65; N, 3.27. Found: C, 72.62; H, 

5.58; N. 3.06. 

Example 35 

2.5-dihvdro- 1 0-mefhnxv-2.2.4.N-f*tr a mftthv1-N-ph P nyl. 
1 H-r 1 1benzonvranof3.4-f1niiinnlin-S.nmmP 
Example IF and N-methylaniline were processed as in Example 2 to provide the 
desired compound. 

MS (DCI/NH3) m/z 306 (M-NMePh)+; 
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1H NMR (300 MHz, DMSO-de) 8 8.03 (d, 1H). 7.25 (t, 2H). 7.08 (m, 2H), 6.99 (t, 1H), 
6.86 (s. 1H), 6.80 (t, 1H), 6.70-6.65 (m, 2H), 6.41 (d. 1H), 6.26 (br s, 1H), 5.39 (br s, 
1H), 3.87 (s, 3H), 2.47 (s. 3H). 1.74 (s, 3H). 1.24 (s, 3H), 1.11 (s, 3H). 

Example 36 

H2 . S-dihydm-10-mcthoxv-2.? 4-trimethvi-s-f2. p ronenvn-i H-rnhftn^npyrennp a. 

flquinoline 

Example 2 was purified by flash chromatography on Chiralcel OJ with 10% 
ethanol/hexanes to provide the desired compound. 
[a] D =-1.8(c 1.2,CHC1 3 ); 
MS (DCI/NH3) m/z 348 (M+H)+; 

1H NMR (300 MHz, DMSO-dfi) 8 7.96 (d, 1H), 7.07 (t, 1H), 6.71 (d. 1H), 6.60 (d, 1H), 
6.52 (d, 1H), 6.12 (br s, 1H), 5.82 (m, 1H). 5.76 (dd, 1H), 5.44 (br s, 1H), 5.01 (in, 
2H), 3.86 (s, 3H), 2.44 (m, 1H), 2.20 (m, 1H), 2.16 (s, 3H), 1.17 (s, 3H), 1.16 (s, 3H); 
Anal, calcd for C23H25NO2: C, 79.51; H, 7.25; N, 4.03. Found: C, 9.34; H, 7.00; N, 
4.07. 

Example 37 

f+V2 . 5-dihYdrO-10-mfthoxv-2.2.4-rrimethvl-5-r2-p r nnRnvn-1H.rnhRnrnpv ra nnn4. 

flquinoline 

Example 2 was purified by flash chromatography on Chiralcel OJ with 10% 
ethanol/hexanes to provide the desired compound. 
[ct] D =+2.1(c 1.1,CHC1 3 ); 
MS (DCI/NH3) m/z 348 (M+H)+; 

1H NMR (300 MHz, DMSO-de) 8 7.96 (d, 1H), 7.07 (t, 1H), 6.71 (d, 1H), 6.60 (d, 1H), 
6.52 (d, 1H), 6.12 (br s, 1H), 5.82 (m, 1H), 5.76 (dd, 1H), 5.44 (br s, 1H), 5.01 (m, 
2H), 3.86 (s, 3H). 2.44 (m, 1H), 2.20 (m, 1H), 2.16 (s, 3H), 1.17 (s, 3H), 1.16 (s, 3H); 
Anal, calcd for C23H25NO2: C, 79.51; H, 7.25; N, 4.03. Found: C. 79.29; H, 7.01; N, 
3.92. 

Example 38 

2.5-dihYdrO-10-methoxv-2.2.4-trimeth v l-lH-mhenzopvranor3.4.n q uinn1ine 
Example 2B and triethylsilane were processed as in Example 2 to provide the desired 
compound. 

MS (DCI/NH3) m/z 308 (M+H)+; 
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»H NMR (300 MHz, DMSO-tfc) 5 7.82 (d, 1H), 7.05 (t, 1H), 6.72 (dd, 1H), 6.58 (d. 
1H), 6.57 (dd, 1H), 6.13 (d, 1H), 5.39 (t, 1H), 5.10 (s, 2H), 3.84 (s, 3H), 2.02 (d. 3H) 
1.18 (s, 6H); 

Anal, calcd for C20H21NO2 O.IH2O: C, 77.69; H, 6.91; N, 4.53. Found: C, 77.60; H. 
7.15; N, 4.33. 

Exampla -W 

4-(2.5-dihvdro- 1 0-mf,rhoxv-2.2.4-rrimpthvi- 1 h-m lh^ z opyrannn^-figninniin. 

S-VlVN.N-dimRthvlhftnrenami™. 

Example 2B and N.N-dimethylaniline were processed as in Example 2 to provide 
the desired compound. 
MS (DCI/NH3) m/z 427 (M+H)+; 

1H NMR (300 MHz, DMSO-d*) 8 7.98 (d, 1H), 6.95 (d, 2H). 6.88 (t, 1H), 6.57 (d, 1H), 
6.64 (s, 1H), 6.53 (m, 3H). 6.39 (d, 1H), 6.14 (d, 1H), 5.35 (s, 1H), 3.79 (s, 3H), 2.80 
(s, 6H), 1.84 (s. 3H), 1.21 (s, 3H), 1.13 (s, 3H); 

Anal, calcd for C28H30N2O2O.25H2O: C, 78.02; H, 7.13; N, 6.50. Found: C, 78.29; H, 
7.38; N, 6.01. 

Example 40 

2 . 5-dihvdroHO-methoxv-2.?.4-trim e thvi-ws-n i e thoyv-7-rh.>nyi). 
lH-mhftn/opvrannn 4-fifminolinf 
Example 2B and 2-methoxythiophene were processed as in Example 2 to provide the 
desired compound. 
MS (DCI/NH3) m/z 420 (M+H) + ; 

1H NMR (500 MHz, DMSO-dfi) 6 7.98 (d, 1H), 6.97 (d. 1H), 6.73 (s, 1H), 6.67 (d. 1H), 
6.63 (d, 1H), 6.46 (d, 1H), 6.20 (d, 1H), 6.18 (s, 1H), 5.96 (d, 4H), 5.39 (s, 1H), 3.82 
(s, 3H), 3.72 (s, 3H), 1.98 (s, 3H). 1.21 (s, 3H), 1.13 (s, 3H); 

Anal, calcd for C25H25NO3S: C, 71.57; H. 6.01; N, 3.34. Found: C, 71.54; H, 5.99; N, 
3.17. 

Example 41 

2 . 5-dihvdrO-10-methoxv-2.2.4-trim e thvl^- f 5.nrnnvl-7-thif»nvn- 
lH-mhenzonvrannn A. f1quinnlinp. 
Example 2B and 2-propylthiophene were processed as in Example 2 to provide the 
desired compound. 
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1H NMR (300 MHz, DMSO-dg) 8 8.01 (d, 1H). 6.95 (t, 1H), 6.84 (s, 1H), 6.67 (d, 1H), 
6.61 (d, 1H), 6.51 (d, 1H), 6.46 (d, 1H), 6.41 (d, 1H), 6.18 (m, 1H), 5.39 (s. 1H), 3.82 
(s, 3H), 2.59 (t, 2H), 1.96 (s, 3H), 1.50 (h. 2H), 1.20 (s, 3H), 1.14 (s, 3H), 0.83 (t, 
3H); 

HRMS calcd m/z for C27H29NO2S: 431.1919 (M+H) + . Found: 431.1911. 



ExampW? 

2.5-d i hYdro-lO-mrthoxv-? ? 4-rrim e thvi-s-r4.M-m o rnhnHnvnph^ n Y | 1 . 

1H - rnhffn?f> PY r fin^f 3-4-fl<]iiinnlin ( » 

Example 2B and 4-phenylmorpholine were processed as in Example 2 to provide the 
desired compound. 
MS (DCI/NH3) m/z 469 (M+H) + ; 

»H NMR (300 MHz, DMSO-dg) 8 8.00 (d, 1H), 7.00 (d, 2H), 6.92 (t, 1H), 6.76 (d, 2H), 
6.68 (d, 2H). 6.55 (d, 1H), 6.40 (d, 1H), 6.16 (m. 1H), 5.36 (s, 1H), 3.79 (s. 3H), 3.62 
(m, 4H), 3.05 (m, 4H), 1.81 (s, 3H), 1.22 (s, 3H), 1.13 (s, 3H); 
AnaL calcd for C30H32N2O2 0.5H 2 O: C, 75.45; H, 6.96; N, 5.87. Found: C, 75 46; H 
6.69; N, 5.31. 

Example 43 

l -f2.5-dihYdn>-10-mffhoxv-27,.4-trimpthvi.iH-fnh^ nT o nvr a nnn4.F| 1 M j fin1in - 

5-vlV3.3-riimi»thvl-2-hiitnnrm<» 

Example 2B and (2.2-dimethyl-l-methylenepropoxy)trimethylsUane were processed 
as in Example 2 to provide the desired compound. 
MS (DCI/NH3) m/z 406 (M+H)+; 

*H NMR (300 MHz, DMSO-de) 8 7.95 (d, 1H), 7.04 (t, 1H), 6.71 (d, 1H), 6.60 (d, 1H), 
6.41 (d. 1H), 6.33 (d, 1H), 6.15 (br s, 1H), 5.43 (s, 1H), 3.87 (s, 3H), 3.26 (m, 1H), 
2.36 (m, 1H), 2.13 (s, 3H), 1.16 (s, 3H), 1.15 (s. 3H), 0.89 (s. 9H); 
Anal, calcd for C26H31NO3 O.33H2O: C. 75.90; H. 7.76; N, 3.40. Found: C, 75 91- H 
8.17; N, 3.62. 

Example 44 

2,S-dihvriro-1fVmeuiftXY-?? 

Example 2B and cyanotrimethylsilane were processed as in Example 2 to provide the 
desired compound. 

MS (DCI/NH3) m/z 333 (M+H)+; 
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1H NMR (300 MHz, DMSO-de) 8 7.96 (d, 1H), 7.20 (t, 1H). 6.89 (d, 1H). 6.84 (s, 1H), 
6.74 (d, 8H), 6.73 (d, 1H), 6.46 (s, 1H), 5.51 (s, 1H). 3.90 (s, 3H), 2.22 (s, 3H), 1.29 
(s, 3H), 1.09 (s, 3H); 

Anal, calcd for C21H20N2O2 0.25H 2 O: C, 74.87; H, 6.13; N, 8.31. Found: C. 75.00; H, 
6.23; N, 8.34. 

Examples 

1 -f 2.5-dihvdfX)- 1 0-methoxv-2.2.4-trime.thvl- 1 H.f | Itenrnpyrannn^-nqiiinnlin. 

S-Yl^-nmpannnf? 

Example 2B and 2-(trimethylsiloxy)-propene were processed as in Example 2 to 
provide the desired compound. 

1H NMR (300 MHz, DMSO-de) 8 7.96 (t, 1H), 7.04 (t, 1H,), 6.71 (d, 1H), 6.58 (d, 1H), 
6.48 (d, 1H), 6.20 (dd, 1H), 6.16 (s, 1H), 5.4 (s, 1H), 3.87 (s, 3H). 2.91 (q, 1H), 2.16 
(s, 3H), 2.04 (s, 3H), 1.15 (d, 6H); 

HRMS calcd m/z for C23H25O3N: 363.1834 (M+H)+. Found: 363.1843; 

Anal, calcd for C23H25NO3 O.33H2O: C, 74.79; H, 7.00; N, 3.79. Found: C, 74.77; H, 

7.14; N, 3.67. 

Example. 46 

methYl 2.5-dihYdrO- 1 0-methoxv-?.? 4-trimethvl- m .ri Ihftnrapvnfflore^-flqiiinoline. 

5-acetate 

Example 2B and l-memoxy-l-(w«-butyldimethylsiloxy)ethylene were processed as 
in Example 2 to provide the desired compound. 
MS (DCI/NH3) m/z 380 (M+H)+; 

1H NMR (300 MHz, DMSO-dg) 8 8.01 (d, IH), 7.11 (t, 1H), 6.78 (d, 1H). 6.66 (d, 1H), 
6.53 (d, 1H), 6.27 (d, 1H), 6.22 (s, 2H), 5.52 (s, 1H), 3.93 (s, 3H), 3.67 (s, 3H), 2.70 
(dd, 1H), 2.64 (d, 1H), 2.27 (s, 3H), 1.22 (d, 6H); 

Anal, calcd for C23H25O4N-0.5H 2 O: C, 71.12; H, 6.75; N, 3.61. Found: C, 71.46; H, 
6.81; N, 3.45. 

Example 47 

2-f2.5-dihvdrO- 1 (VmCtMOXY-2.2,4-trimefhvl-lH-n lhenrnnvranon 4-flgmnnlin- 

5-vn-l-nhenvlethannne 

Example 2B and 1 -phenyl- l-(trimethylsiloxy)ethylene were processed as in Example 
2 to provide the desired compound. 
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1H NMR (300 MHz, DMSO-dg) 8 8.01 (d, 1H), 7.72 (d, 2H), 7.59 (t. 1H), 7.40 (t. 2H) t 
6.93 (t, 1H), 6.70 (d. 1H), 6.61 (d. 1H), 6.43 (d, 1H), 6.25 (d. 1H), 6.18 (s, 1H), 5.44 
(s, 1H), 3.90 (s, 3H), 3.66 (q, 1H), 2.95 (d, 1H), 2.16 (s, 3H), 1.16 (s, 6H); 
HRMS calcd m/z for C28H27O3N: 425.1991 (M+H) + . Found: 425.2005. 

Example 48 

H2-fch l Qromeihvn-2-nronenvn.2.5-dihvHro-1<Vm ff thoTv- ? .2.4-trimftthvl- 
lH-mhftnynpvrannp 4-flqninnlinft 

Example 2B and 2-c Woromethyl-3-trirnethylsilyl- 1 -propene were processed as in 
Example 2 to provide the desired compound. 

1H NMR (300 MHz, DMSO-de) 8 7.96 (d, 1H), 7.03 (t, 1H), 6.69 (d, 1H), 6.59 (d, 1H), 
6.44 (d, 1H), 6.15 (s, 1H), 5.96 (dd, 1H), 5.45 (s, 1H), 5.27 (s, 1H), 4.95 (s, 1H), 4.17 
(q. 2H), 3.87 (s. 3H), 2.55 (d, 1H), 2.26 (dd, 1H), 2.20 (s, 3H), 1.15 (d, 6H); 
HRMS m/z calcd for C24H26Q2CIN: 395.1652 (M+H)+. Found: 395.1645; 
Anal, calcd for C24H26O2C1N0.333H2O: C, 71.73; H, 6.69; N. 3.49. Found: C, 71.71; 
H, 6.32; N, 3.35. 

Example 49 

2.5^ihydro-10-methoxY-2 ?4-trim^ 

5-pronanol. acetate fawri 
Example 2B and 2.[(trimethylsilyl)methyl]-2-propen-lryl acetate were processed as 
in Example 2 to provide the desired compound. 

1H NMR (300 MHz, DMSO-de) 8 8.02 (d, 1H), 7.10 (t, 1H), 6.75 (dd, 1H), 6.65 (d. 

1H), 6.50 (d, 1H), 6.18 (s, 1H), 5.98 (dd, 1H), 5.51 (s, 1H), 5.16 (s, 1H), 4.98 (s. 1H), 

4.48 (q, 2H), 3.93 (s, 3H), 2.25 (s, 3H), 1.22 (s, 6H); 

HRMS calcd m/z for C 26 H 29 04N: 419.2097 (M+H) + . Found: 419.2095; 

Anal, calcd for C 2 6H29O 4 N-0.25H 2 O: C, 73.65; H, 7.01; N. 3.30. Found: C, 73.83; H, 

6.91; N. 3.20. 

Example SO 

2 . 5-d i hYdr0-10-mPth0XV-?.2.4-trimethv1-5-M.methv1 r h e nvlV1H-ri1henzopvr a non.4- 

flquinoline 

Example IF and 4-methylphenylmagnesium bromide were processed as in examples 
1G and 1 to provide the desired compound. 
MS (DCI/NH3) m/z 398 (M+H)+; 
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*H NMR (300 MHz, DMSO-dfi) 8 8.00 (d, 1H). 7.02 (q, 4H), 6.89 (t, 1H), 6.72 (s. 1H). 
6.69 (d, 1H), 6.55 (d, 1H). 6.41 (d. 1H), 6.18 (br s, 1H). 5.37 (br s, 1H), 3.79 (s. 3H) 
2.18 (s, 3H), 1.83 (s, 3H), 1.23 (s, 3H), 1.14 (s. 3H); 

AnaL calcd for C27H27NO2: C, 81.58; H, 6.85; N, 3.52. Found: C. 81.56- H 7 25- N 
3.29. 

Example 

5-f3-flU()rt)-4-methvlnhpnvlV2.5-HihvHr».1 Q -methnxv-? 9„4-trim P th Y 1- 
lH-mhf.nyf.pYTflnnn^nqiiinnli^ 

Example 2B and 3-fluoro-4-methylphenylmagnesium bromide were processed as in 
Example 1 1 to provide the desired compound. 
MS (DCI/NH3) m/z 416 (M+H)+; 

1H NMR (300 MHz, DMSO-de) 6 8.01 (d, 1H), 7.11 (t, 1H), 6.95-6.84 (m, 3H), 6.74 (s, 
1H), 6.71 (d, 1H), 6.57 (d, 1H), 6.46 (d, 1H), 6.23 (s, 1H), 5.39 (s. 1H), 3.79 (s, 3H), 
2.11 (s, 3H), 1.85 (s, 3H), 1.22 (s, 3H), 1.14 (s, 3H); 

Anal, calcd for C27H26NO2F: C, 78.05; H, 6.31; N, 3.37. Found: C, 77.80; H, 6.51; N 
3.06. 

Example 52 

S-fl-hron-Kwhenvl)-?, S-riihvdro- 1 0-mefhoxv-2.2.4.fri m( .rh v i- 1 H-n ihpn™ pyra nn n 4. 

flquinnlinft 

Example IF and 3-broraophenylmagnesium bromide were processed as in examples 
1G and 1 to provide the desired compound. 
MS (DCI/NH3) m/z 462 (M+H)+; 

1H NMR (300 MHz, DMSO-dfi) 5 8.02 (d, 1H), 7.36 (m, 1H), 7.30 (m, 1H), 7.17 (m, 
2H), 6.93 (t, 1H), 6.79 (s. 1H), 6.72 (d, 1H), 6.58 (d. 1H), 6.48 (d, 1H), 6.24 (br s, 
1H), 5.41 (br s, 1H), 3.80 (s, 1H), 1.85 (s, 3H), 1.23 (s, 1H), 1.16 (s, 1H). 

Example 53 

2 . 5-d i hvdro-10-mPthoxv-? 2.4-trimethvl-5-rnhenvim P rhvi v iH-rnh ft n 7 n P vr a nnH a. 

flauinnlinft 

Example 2B and benzylmagnesium bromide were processed as in Example 1 1 to 
provide the desired compound. 
MS (DCI/NH3) m/z 398 (M+H)+; 
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1H NMR (300 MHz, DMSO-de) 5 8.02 (d. 1H), 7.31 - 7.18 (m, 3H), 7.12 (m, 3H), 6.75 
(d, 1H), 6.63 (d, 1H), 6.46 (d, 1H). 6.15 (d. 1H), 5.93 (dd, 1H), 5.43 (s, 1H) 3 89 (s 
3H), 2.98 (dd, 1H), 2.74 (dd, 1H). 2.23 (s, 3H), 1.16 (s, 3H), 1.15 (s, 3H); 
Anal, calcd for C27H27NO2 O.25H2O: C. 80.67; H. 6.89; N, 3.48. Found: C, 80 78- H 
7.08; N, 3.26. 

Example 54 

2.5-dihvdm-10-mftthoTv-?,2.4-^^ 

Example 2B and propylmagnesium bromide were processed as in Example 1 1 to 
provide the desired compound. 
MS (DCI/NH3) m/z 350 (M+H)+; 

»H NMR (300 MHz, DMSO-de) 5 7.94 (d, 1H), 7.05 (t, 1H). 6.69 (d, 1H), 6.58 (d, 1H), 

6.54 (d. 1H). 6.10 (d, 1H), 5.70 (m, 1H), 5.44 (s, 1H), 3.85 (s, 3H), 2.16 (s, 3H), 1.70 

(m, 1H), 1.43 - 1.31 (m, 3H), 1.16 (s, 3H), 1.14 (s, 3H), 0.83 (t, 3H); 

Anal, calcd for C23H27NO2: C, 79.05; H, 7.79; N, 4.01. Found: C, 78.76; H. 7.86; N 

3.84. 

Example 

5-r4-fl W orophPnvn-2.5-dihvdro-in-methnv V .7 7 4-rrim r thy f- 

lH-rilhenzonvranon 4-f| ql1 j nn ]j nf 

Example 2B and 4-fluorophenylmagnesium bromide were processed as in Example 
1 1 to provide the desired compound. 

»H NMR (300 MHz, DMSO-de) 5 7.99 (d, 1H). 7.1 1 (d, 1H), 6.92 (m, 2H), 6.71 (s, 
1H), 6.68 (s, 1H), 6.55 (d, 1H), 6.43 (d, 1H), 6.21 (s, 1H), 5.39 (s, 1H), 3.99 (s, 3H), 
2.11 (s, 3H), 1.84 (s, 3H), 1.22 (s, 3H), 1.14 (s. 3H); 
HRMS calcd m/z for C27H26O2NF: 415. 1948 (M+H) + . Found: 415. 1947. 

Example 56 

M3-fltiorophenvn-3 , 5-rtihvdro-10-m<n^ 

flquinnlinR 

Example 2B and 3-fluorophenylmagnesium bromide were processed as in Example 
1 1 to provide the desired compound. 

»H NMR (300 MHz, DMSO-d 6 ) 6 8.03 (d, 1H), 7.22 (q, 1H), 6.90 (m, 4H), 6.78 (s. 
1H). 6.73 (d. 1H), 6.56 (d. 1H), 6.46 (d. 1H), 6.24 (s, 1H). 5.40 (s, 1H), 3.79 (s. 3H). 
1.85 (s, 3H), 1.20 (s. 3H), 1.15 (s. 3H); 

HRMS calcd m/z for C26H24O2NF: 402. 1869 (M+H)+. Found: 402. 1865; 
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Anal calcd for C26H24O2FN-2.25H2O: C. 70.65; H, 6.50; N, 3.17. Found: C. 70.56; H, 
6.18; N, 2.83. 

Example 57 

2 . 5-d i hYdro-l^mfttho^Y-2.2.4,,5-tcTnm^hvi-iH-rnhPn^pv ra nnn d.n^^ 
Example 2B and methylmagnesium iodide were processed as in Example 11 to 
provide the desired compound. 

*H NMR (300 MHz, DMSO-de) 6 7.91 (d, 1H), 7.02 (8, 1H), 6.67 (d, 1H). 6.54 (s, 1H), 

6.52 (d, 1H), 6.08 (s, 1H), 5.87 (q, 1H), 5.43 (s, 1H), 3.85 (s, 3H), 2.16 (s. 3H). 1.25 
(d, 3H), 1.18 (s, 3H), 1.13 (s. 3H); 

HRMS calcd m/z forC 2 iH2302N: 321.1729 (M+H)+. Found: 321.1728. 

Example Sfi 

2.5-dihvdro- ) O-mftthox v-7,.2.4-trimeth vi-w 1 -m ff th vi^ Y { y 1 H -r 1 lh^rnpynn^ a. 

flouinoIinR 

Example 2B and 2-propylmagnesium chloride were processed as in Example 1 1 to 
provide the desired compound. 

*H NMR (300 MHz, DMSO-de) S 7.99 (d, 1H), 7.03 (t. 1H), 6.57 (d. 1H). 6.45 (d, 1H), 

6.53 (d, 1H), 6.18 (s, 1H), 5.45 (s, 1H). 5.31 (d, 1H), 3.85 (s, 1H), 2.16 (s. 3H), 1.79 
(m, 1H), 1.30 (s, 3H), 1.01 (s, 3H), 0.93 (d, 3H), 0.62 (d, 3H); 

HRMS calcd m/z for C23H27O2N: 349.2042 (M+H)+. Found: 349.2041. 

Example 59 

2 . 5-dihvdro- 10-methoxv.?.2.4-tri m prhvi. 5 -f2-m ft thvi P rnpvn.i h- 

rnhenznnvrannn 4-flqiiinnlinP 

Example 2B and sec-butylmagnesium chloride were processed as in Example 1 lto 
provide the desired compound. 

»H NMR (300 MHz, DMSO-dfi) 5 7.93 (d, 1H), 7.03 (t, 1H), 6.67 (d, 1H), 6.51 (q, 2H), 
6.08 (s, 1H), 5.77 (dd, 1H), 5.43 (s, 1H), 3.85 (s. 3H), 2.18 (s, 3H), 1.72 (m, 2H), 1.76 
(d, 6H), 0.86 (d, 3H), 0.74 (d, 3H); 

HRMS calcd m/z for C24H29O2N: 363.2198 (M+H)+. Found: 363.2208; 

Anal, calcd for C24H29NO2: C. 79.30; H. 8.04; N, 3.85. Found: C, 79.63; H, 7.83; N, 

3.89. 

Examnle 60 

5-ethvl-2.5-dlhvdro- 1 0-methoxv-2.2.4-trimP . hvl. 1 H.mhenzopvrnnnn.4- 

flquinoling 
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Example 2B and ethylmagnesium bromide were processed as in Example 1 1 to 
provide the desired compound. 
MS (DCI/NH3) m/z 336 (M+H)+; 

1H NMR (300 MHz, DMSO-dg) 8 7.92 (d, 1H), 7.03 (t, 1H), 6.67 (d, 1H), 6.54 (t, 2H), 
5 6.10 (s, 1H), 5.55 (dd, 1H), 5.44 (s, 1H). 3.84 (s. 3H). 2.16 (s. 3H), 1.63 (m. 1H). 1.44 
(m, 1H), 1.15 (s, 6H), 0.84 (t, 3H); 

Anal, calcd for C22H25O2N2.25 H 2 0: C, 77.73; H, 7.56; N, 4.12. Found: C, 77.95; H, 
7.60; N, 4.07. 

Example. 61 

2J-d J hYdro-10-mfithoxv-?..2.4-trimethvl-iH-rntv.n^ P vr a nnn4-nq,nnni;n ft -^. 

carhoximidir a cid ethvl pxtrr 
A solution of Example 44 (0.040 g, 0.120 mmol) in ethanol (5 mL) was cooled to -5 
°C, saturated with hydrogen chloride gas, stirred for 10 minutes at -5 °C, stirred 14 hours at 
room temperature, neutralized with N3HCO3, and extracted with diethyl ether. The extract 
was dried (Na2S04), filtered, and concentrated to provide the desired compound. 
MS (DCI/NH3) m/z 379 (M+H)+; ' 

*H NMR (300 MHz, DMSO-d 6 ) 8 7.95 (d, 1H), 7.32 (s. 1H), 7.05 (t, 1H), 6.69 (t, 2H). 
6.61 (d, 1H), 6.22 (s, 1H), 6.14 (s, 1H). 5.44 (s, 1H), 3.92 (m, 2H). 3.82 (s, 3H), 2.06 
(s, 3H), 1.20 (s, 3H), 1.12 (s, 3H), 1.02 (t, 3H). 

Example 62 

2 . 5-dihvdrO-10-mfthOXV-2.2.4-trimethv1-r-methv1 P n P t H -rnhenznpvmnon.4-fl q ninoIine- 

5-propanol 

A solution of Example 49 (0.060 g, 0.143 mmol) in 1:1 methanol/water(10mL) 
was treated with K2CO3 (0.080 g, 1.0 mmol), stirred for 24 hours at room temperature, 
neutralized with 10% HC1, and extracted with ethyl acetate. The extract was washed with 
brine, dried (MgS04), filtered, and concentrated. The residue was purified by flash 
chromatography on silica gel with 25% dichloromethane/ethyl acetate to provide the desired 
30 compound. 

1H NMR (300 MHz, DMSO-d 6 ) 8 8.01 (d, 1H), 7.72 (d, 2H), 7.59 (t, 1H), 7.40 (t. 2H), 
6.93 (t, 1H), 6.70 (d, 1H), 6.61 (d, 1H), 6.43 (d, 1H), 6.25 (d, 1H), 6.18 (s. 1H), 5.44 
(s, 1H), 3.90 (s. 3H), 3.66 (q, 1H), 2.95 (d, 1H). 2.16 (s, 3H). 1.16 (s, 6H); 
HRMS calcd m/z for C28H27O3N: 425.1991 (M+H)+ Found: 425.2005. 

35 

Example 6T 
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2 . frdihvdro-lf)-methoxv-2.2.4NN-^ 

acetamide 

Example 46 was hydrolyzed with lithium hydroxide in THF to provide the 
corresponding acid which was then coupled to N,N-dimethylamine with l-(3- 
dimethylaminopropyl)-3-ethylcarbodiiniide to provide the desired compound. 
1H NMR (300 MHz, DMSO-de) 8 7.94 (d, 1H), 7.04 (t, 1H), 6.70 (d, 1H), 6.59 (d, 1H). 
6.46 (d, 1H), 6.26 (d, 1H), 6.15 (s, 1H), 5.44 (s. 1H), 3.86 (s, 3H), 2.88 (q, 1H). 2.81 
(s, 3H), 2.55 (s, 3H), 2.25 (s, 1H). 2.19 (s, 3H), 1.15 (s, 6H); 
HRMS calcd m/z for C24H28O3N2: 392.2100 (M+H)+. Found: 392.2104; 
Anal, calcd for C24H28N2O3: C, 73.44; H 7.19, 7.35; N, 7.14. Found: C, 73.17; H, 7.19; 
N, 6.85. 

Example 64 

2^dihvdro-l(VmPthoxy-2.2.4.NN-n,»n^ 

5-ethanaminr, 

A solution of Example 63 in diethyl ether was reduced at room temperature with 
lithium aluminum hydride to provide the desired compound. 

»H NMR (300 MHz, DMSO-d 6 ) 5 7.93 (d, 1H), 7.03 (t, 1H), 6.68 (8. 1H), 6.54 (t, 1H), 
6.12 (s, 1H), 5.76 (dd, 1H), 5.44 (s, 1H), 3.85 (s, 3H), 2.18 (s. 3H), 2.05 (s, 6H), 1.18 
(s, 3H), 1.14 (s, 3H); 

HRMS m/z calcd for C24H30O2N2: 378.2307 (M+H)+. Found: 378.2307. 

Example 65 

N-CVClQPrOPVl-?, 5-riihvdro- 1 0-methoxv-2.2.4.trimPt h v1- 1 H-f 1 1hgnzopvrnnnn 4- 

flQuinoline-5-acetamirie. 
Example 46 and cyclopropylmethylamine were processed as in Example 63 to 
provide the desired compound. 

*H NMR (300 MHz, DMSO-cfc) 5 7.94 (d, 1H), 7.70 (d, 1H), 7.03 (t, 1H), 6.68 (d, 1H), 
6.58 (d, 1H), 6.43 (d.), 6.23 (dd, 1H), 6.13 (s, 1H), 5.43 (s. 1H), 3.85 (s, 3H), 2.51 (m, 
2H), 2.07 (d, 1H), 2.03 (s, 3H), 1.17 (s, 3H), 1.13 (s, 3H), 0.60 (m. 2H), 0.31 (s, 2H); 
HRMS m/z calcd for C25H28O3N2: 404.2100 (M+H) + . Found: 404.2092. 

Example 66 

?.5-dihYdr0-10-mrth0XV-2.?4-trimethvl-5-n- p ropvnvn.1H.rnhenznnvr a nnn4. 

flquinoline 

Example 2B and 2-propynylmagnesium bromide were processed as in Example 1 1 
to provide the desired compound. 
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1H NMR (300 MHz, DMSO-dfi) 5 7.97 (d. 1<H). 7.06 (t, 1H). 6.71 (d, 1H), 6.56 (q, 2H), 
6.16 (s, 1H), 5.88 (q. 1H). 5.44 (s, 1H), 3.86 (s, 3H), 2.82 (q. 1H), 2.41 (q, 1H), 2.19 
(s, 3H). 1.16 (s, 3H); 

HRMS m/z calcd for C23H23O2N: 345.1729 (M+H)+. Found: 345.1738. 

Example 67 

5-(2.5-dihYdm- 1 (Vmethoxv-2.2.4-trimethvl- 1 H.f I ^nzonynmnH 4-fl q „,no1in.^- 

vn-2f5Ht.fiin.nAn>. 

Example 2B and 2-trimethyLsiloxyfuran were processed as in Example 2C to provide 
the desired compound. 
MS (DCI/NH3) m/z 390 (M+H) + ; 

1H NMR (300 MHz, DMSO-d 6 ) 6 8.11 (d. 1H), 7.13 (dd, 1H), 6.75 (d. 1H), 6.72 (d, 

1H), 6.64 (d, 1H), 6.37 (d, 1H), 6.25 (dd, 1H), 6.23 (d, 1H), 5.83 (d, 1H), 5.47 (s, 1H), 

5.12 (dd, 1H), 3.87 (s, 3H), 2.03 (s, 3H), 1.30 (s, 3H), 1.09 (s, 3H); 

Anal, calcd for C24H23NO4: C, 74.02; H, 5.95; N, 3.60. Found: C, 73.89; H, 5.94; N. 

3.51. 

Example 68 

5-(3-butenyl)-2.5-dihdvro- 1 0-merhoxv-2.2.4-trimftthvi- 1 H-r 1 ihg n rnnvnmnn 4- 

Qauinolins 

Example 2B and 3-butenylmagnesium bromide were processed as in Example 11 to 
provide the desired compound. 
MS (DCI/NH3) m/z 362 (M+H)+; 

1H NMR (300 MHz, DMSO-de) S 7.94 (d, 1H), 7.05 (t, 1H), 6.68 (d, 1H), 6.58 (d. 1H), 
6.57 (d. 1H), 6.10 (s, 1H), (5.78 (dddd, 1H), 5.65 (dd, 1H), 5.44 (s, 1H). 5.00 (dd, 
1H), 4.93 (dd. 1H), 3.85 (s, 3H). 2.16 (s, 3H), 2.10 (m, 2H), 1.78 (m, 1H), 1.45 (bm, 
1H), 1.16 (s, 3H), 1.14 (s, 3H); 

HRMS calcd m/z for C24H27NO2: 361.2042 (M+H)+. Found: 361.2039. 

Example 6Q 
2.5-dihydro-10-m e thoxv-2.2.4-trimethvM 

Example 2 (52.0 mg, 0.15 mmol) in THF (4 mL) at 0 °C was treated dropwise with 
0.5M 9-BBN (600 nL, 0.30 mmol), stirred overnight at room temperature, cooled to 0 °C, 
treated sequentially with 2.5M NaOH (400 \iL, 1.0 mmol), and 30% H2O2 (250 nL), 
stirred for 2 hours at room temperature, partitioned between 1 : 1 ethyl acetate/water, and 
extracted with ethyl acetate. The extract was washed with brine, dried (Na 2 S0 4 ), filtered. 
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and concentrated. The residue was purified by flash chromatography on silica gel with 30% 
ethyl acetate/hexanes to provide the desired compound. 
MS (DCI/NH3) m/z 366 (M+H)+; 

»H NMR (300 MHz, DMSO-de) 8 7.94 (d. 1H). 7.05 (t, 1H), 6.68 (d, 1H), 6.58 (d. 1H). 
6.53 (d. 1H), 6.10 (s, 1H), 5.70 (dd, 1H), 5.44 (s, 1H), 4.36 (t, 1H), 3.85 (s. 3H). 3.33 
(m, 2H), 2.16 (s. 3H), 1.40-1.75 (bm, 4H), 1.17 (s, 3H), 1.14 (s, 3H); 
HRMS calcd m/z for C23H27NO3: 365.1991 (M+H)+. Found: 365.1991 

Example 70 

1 0-6lhYl-2 . 5-riihY(1ro-7 ? 4-trimp,thvl-5-nh P nvi-iH.mh < .n y n p Vra nnn 4.fi T ,i, m l1nr 

Example 7QA 

Example 3C (0.208 g. 0.493 mmol) and tetraethyltin (0,444 g, 1.89 mmol) were 
combined with (13-bis(diphenylphosphino)ferrocene)palladium(II> 
chloride dichloromethane (0.039 g, 0.047 mmol) in l-methyl-2-pyrrolidinone (3 mL) at 
80 °C for 16 hours and concentrated to provide the desired compound. 
MS 

Example 70 

l ()-ethYl-2 . ^riihyriro-??4-frimeth^ 

_ Example 70A was processed as in examples IF, 1G, and 1 to provide the desired 
compound. 

MS (DCI/NH3) m/z 382 (M+H)+; 

*H NMR (300 MHz, DMSO) 5 7.37 (d, 1H), 7.21-7.16 (m. 5H). 6.85, (dd, 1H), 6.75 (s, 
1H), 6.73 (dd, 1H), 6.68 d, 1H), 6.58 (dd, 1H), 6.21 (s, 1H), 5.39 (s, 1H), 3.02-2.75 
(m, 2H), 1.79 (s, 3H), 1.24 (s, 3H), 1.15 (s, 3H), 1.15 (m, 3H); 
HRMS calcd for C27H27NO: 381.2093 (M+H)+. Found 381.2096. 

Example 71 

2 .5-uihvrirp-? ? 4 10-tftrnmetnvl-5-nh P nvi-iH.rnh < .n 7 n rw! , nn rT4-fi q ,„nmm < > 
Example 3C and tetramethyltin were processed as in Example 70 to provide the 
desired compound. 

MS (DCI/NH3) m/z 368 (M+H)+; 

»H NMR (300 MHz. DMSO-d 6 ) 8 7.44 (d, 1H), 7.21-7.12 (m, 5H). 6.82 (dd. 1H). 6.74 
(d, 1H), 6.71 (s, 1H). 6.69 (dd, 1H), 6.59 (dd. 1H), 6.21 (s. 1H). 5.39 (s, 1H), 2 51 (s 
3H), 1.80 (s, 3H). 1.25 (s, 3H), 1.16 (s, 3H); 

HRMS calcd m/z for C26H25NO: 367.1936 (M+H)+. Found: 367.1931. 
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Example 77 

M3.S-dichlomnhenvn-in-ftthv1-9 S-dihvrirn-7 ?..4-trimethvl-1 H- 
riihen7npvrannr^,4-n^iiinnHn P 

Example 70A and 3,5-dicMorophenylmagnesium bromide were processed as in 
examples 1G and 1 to provide the desired compound. 
MS (DCI/NH3) ra/z 450 (M+H)+; 

1H NMR (300 MHz, DMSO-de) 8 7.43 (d, 1H), 7.43 (t, 1H), 7.18 (d, 2H), 6.91 (dd, 
1H), 6.80 (dd. 1H), 6.78 (d, 1H). 6.72 (s, 1H), 6.62 (dd, 1H), 6.35 (s, 1H), 5.42 (s, 
1H). 3.15-2.75 (m, 2H), 1.79 (s, 3H), 1.27 (s, 3H), 1.14 (s, 3H), 1.13 (t, 3H); 
HRMS calcd m/z for C27H25NOCI2: 449.1313 (M+H)+. Found: 449.1330. 

Example T\ 

5-f3 . 5-dichloronhenvl>-?.5-dihvdrn.? 2 .4N-tPtr a m P thyi. 
lH-rnhenzonvninon.4.nqiiin 9 Hn-10- a nriin ft 




Example 73^ 

Example 3C and 3,5-dichlorophenylmagnesium bromide were processed as in 
Example 72 to provide the desired compound. 
MS (DCI/NH3) m/z 539 (M+H)+. 

Example 73 

5-(3.5-dichInmphe nY !)-2.5-dihvf1rn- 2.2.4N-tefr a me thYl- 
lH-rnben7onvranor3.4-flqii inolin-in-amip ft 
Example 73A was processed as in Example 3 to provide the desired compound. 
MS (DCI/NH3) m/z 45 1 (M+H)+; 

! H NMR (300 MHz, DMSO-dfi) 8 7.91 (d, 1H), 7.45 (dd, 1H), 7.20 (m, 2H), 6.83 (dd, 
1H), 6.75 (d, 1H), 6.71 (s, 1H), 6.22 (dd, 1H), 6.18 (s, 1H), 6.17 (dd, 1H), 5.57 (d, 
1H), 5.44 (s, 1H), 2.65 (d, 3H), 1.85 (s, 3H), 1.24 (s, 3H), 1.15 (s, 3H); 
HRMS calcd m/z for C26H24N2OCI2: 450.1266 (M+H)+. Found: 450.1267. 

Example 74 
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S-f3.5-dich1oronhrnvlW> S-dihvHm. ? ? 4 -tri m ethvl-N-<-?.nmppnvivm. 
fnbenzonvranon.4-n 1 ,nn^jn-in-ninin ft 
Example 73A and allylaraine were processed as in Example 3 to provide the desired 
compound. 

MS (DCI/NH3) m/z 477 (M+H)+; 

»H NMR (300 MHz, DMSO-de) 5 7.99 (d, 1H), 7.49 (dd, 1H), 7.27 (d, 2H). 6.82 (dd, 
1H), 6.77 ( d, 1H), 6.75 (s, 1H), ), 6.25 (dd, 1H), 6.21 (s. 1H), 6.20 (dd, 1H). 5.95- 
5.86 (m, 1H), 5.69-5.65 (m, 1H), 5.48 (s. 1H), 5.18-5.12 (ra, 1H), 5.11-5.06 (m, 1H), 
3.78-3.70 (m, 2H). 1.88 (s, 3H), 1.30 (s, 3H), 1.20 (s, 3H); 
HRMS calcd m/z for C28H26N2OCI2: 476.1422 (M+H)+. Found: 476.1428. 

Example 7S 

2.^d i hYdro-2 . 2 . 4-frimfithvl-5-nhenvi-io-f2- P ropYn v ioxvvm.rphen 7 -npvr a nnf^ 4. 

flouinoline 

Example 7 and propargyl bromide were processed as in Example 9A to provide the 
desired compound. 
MS (DCI/NH3) m/z 408 (M+H)+; 

1H NMR (300 MHz, DMSO-dg) 8 1.12 (s, 3H), 1.23 (s, 3H), 1.83 (s, 3H), 3.59 (t, 1H,), 
4.81 (d, 2H), 5.39 (br s, 1H), 6.19 (br s, 1H), 6.47 (d, 1H), 6.61 (d, 1H), 6.71 (d, 1H), 
6.78 (s. 1H), 6.90 (t, 1H), 7.14-7.22 (m, 5H), 8.02 (d, 1H); 

Anal, calcd for C28H25NO2: C, 82.53; H, 6.18; N, 3.44. Found: C, 82.64; H 6.31; N, 
3.38. 

Example 76 

2.5-dihYdrO-?, , ? 4-rrimrthv1-5-nhenvl-l ()-f2-nm r vl n X vV 1 H-f 1 1hgnyopvninnn d- 

flquinolins 

Example 7 and allyl bromide were processed as in Example 9A to provide the 
desired compound. 
MS (DCI) m/z 4 10 (M+H)+; 

1H NMR (300 MHz, DMSO-d 6 ) 6 1.15 (s, 3H), 1.23 (s, 3H), 1.84 (s, 3H). 4.51-4.64 (m, 
2H), 5.26 (dq, 1H), 5.39 (brs, 1H), 5.40 (dq, 1H), 6.12 (ddt, 1H). 6.21 (br s, 1H), 6.44 
(dd, 1H), 6.55 (dd. 1H), 6.69 (d, 1H), 6.77 (s, 1H). 6.88 (t. 1H), 7.15-7.24 (m, 5H), 
8.06 (d, 1H); 

HRMS calcd m/z for C28H27NO2: 409.2042 (M+H) + . Found: 409.2039. 

Example 77 
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2.5-dihYdro-2,2 , 4-trimprhv1-5-f2-nronffnvn.iH-rnhftnrnpvr a nnr^ adOq ui afl lins: 

10-methnpnl 

A solution of Example 4 (32 mg, 0.085 ramol) in dichloromethane (3 mL) under 
argon, at -78° C, was treated dropwise with diisobutylaluminum hydride (1.0 M) in 
cyclohexanes (0.400 mL, 0.40 mmol), warmed to 0 °C for 3.5 hours, treated with 
Rochelle's salt, separated, and extracted with ethyl acetate. The extract was dried (MgS0 4 ), 
filtered, and concentrated. The residue was applied to two 10 x 20 cm, 0.25 mm thick silica 
gel plates which were eluted three times with hexane, then ethyl acetate/hex anes (10:90). 
The product band was scraped off and extracted with ethyl acetate to provide the desired 
compound. 

MS (DCI/NH3) m/z 348 (M+H)+; 

1H NMR 5 7.47 (d, 1H), 7.14 (m, 2H), 6.80 (dd, 1H), 6.64 (d, 1H), 6.17 (m, 1H), 5.81 
(ddm, 1H), 5.73 (dd, 1H), 5.46 (m, 1H), 5.32 (dd, 1H), 5.02 (dm, 1H), 4.94 (dm, 1H), 
4.62 (m, 2H), 2.30 (m, 2H), 2.17 (s, 3H), 1.19 (s, 3H), 1.16 (s. 3H); 
HRMS Calcd m/z for C23H25NO2: 347.1885 (M+H) + . Found: 347.1897. 

Example 78 

2.5-dihYdr0-2.2 l 4-trimethvl-S-r7nronenv1V1H-rn h e n7npvr a nnn.4-f1qui n n1ine..in. 

carboxvlic acid 

Example 74 and chlorotris(triphenylphosphate)modium(I) chloride were processed 
as in Example 3 to provide the desired compound. 
MS (DCI/NH3) m/z 437 (M+H)+; 

lH NMR (300 MHz, DMSO-d 6 ) 5 7.91 (d. lH), 7.44 (dd. 1H), 7.19 (d, 2H), 6.74 (d, 
1H), 6.70 (s, 1H), 6.69 (dd, 1H), 6.26 (dd, 1H), 6.22 (s, 1H), 6.11 (dd, 1.0 Hz, 1H), 
5.43 (s, 1H), 5.15 (s, 2H), 1.84 (s, 3H), 1.23 (s, 3H), 1.15 (s, 3H). 

Example 79 

5-(3.5-dichloronhcnvn-10-ethoxv-2.5-dihvdrn-2 2.4-trimethvi-m- 
rnbenzonvrannR.d-flqmnnlinr 
Example 9A and 3,5-dichlorophenylmagnesium bromide were processed as in 
examples 1G and 1 to provide the desired compound. 
MS (DCI) m/z 466 (M+H)+; 

lH NMR (300 MHz, DMSO-de) 5 8.10 (d. 1H), 7.46 (t, 1H), 7.13 (d, 2H), 6.95 (dd, 
1H), 6.81 (s, 1H), 6.72 (d. 1H), 6.60 (d. 1H), 6.51 (d, 1H), 6.32 (d, 1H), 5.44 ( s, 1H), 
3.99-4.12 (m, 1H), 1.87 (s. 3H). 1.37 (t, 3H), 1.23 (s, 3H), 1.20 (s. 3H); 
HRMS calcd m/z for C27H25NO2CI2: 465. 1262 (M+H)+. Found 465.1277. 
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Example 

fr(3.frdich1omphenvn-2 . 5-riihvd^ 

Example 7A and 3,5-dichlorobenzylmagnesium bromide were processed as in 
examples 7B and 7 to provide the desired compound. 
MS (DCI) m/z 438, 440 (M+H)+; 

1H NMR (300 MHz, DMSO-d 6 ) S 9.79 (s, 1H), 8.18 (d. 1H), 7.44 (t, 1H), 7.12 (dd, 
2H). 6.79 (d, 1H), 6.77 (s, 1H), 6.73 (d, 1H), 6.45 (d, 1H), 6.28 (dd, 1H), 6.23 (d, 1H), 
5.43 (s. 1H), 1.87 (d, 3H), 1.22 (s, 3H), 1.16 (s, 3H); 
HRMS calcd m/z for C25H21CI2NO2: 437.0949 (M+H) + . Found: 437.0955. 

Example 8,1 

fr(3J-dichlQronhgnvl)-2,Vdihvdro-2.?4^^ 

10-vnmethvlrarfronrltr 
Example 80 and methylchloroformate were processed as in examples 7B and 7 to 
provide the desired compound. 
MS (DCI/NH3) m/z 496 (M+H) + ; 

1H NMR (300 MHz, DMSO-ds) 5 7.58 (d. 1H), 7.45 (t, 1H), 7.24 (m, 2H), 7.02 (t, 1H), 
6.82 (s, 1H), 6.80 (dd, 1H), 6.75 (dd. 1H), 6.74 (d, 1H), 6,48 (s, 1H), 5.43 (s, 1H). 
3.79 (s, 3H), 1.79 (s, 3H), 1.25 (s, 3H), 1.13 (s, 3H); 

Anal, calcd for C27H23NO4Q2 C, 65.33; H, 4.67; N, 2.82. Found: C, 65.12; H, 4.55, N, 
2.79. 

Example 82 
2.5-dihvdro-22.4-trimethvl-5-f2-nr^^ 

Example 7A and allylmagnesium bromide were processed as in examples 7B and 7 
to provide the desired compound. 
MS (DCI/NH3) m/z 334 (M+H)+; 

*H NMR (300 MHz, DMSO-cfc) 5 9.77 (s, 1H). 8.10 (d, 1H), 6.88 (t. 1H), 6.58 (d, 1H), 
6.53 (d, 1H), 6.35 (d, 1H), 6.05 (s, 1H), 5.89-5.72 (m, 2H), 5.44 (s, 1H). 5.03 (d, 1H). 
4.99 (d, 1H), 2.50-2.40 (m, 1H), 2. 25-2.18 (m. 1H). 2.16 (s, 3H), 1.16. (s, 3H), 1.15 
(s, 3H); 

HRMS calcd m/z for C22H23NO2: 333.1729 (M+H)+. Found 333.1734. 

Example 

lQ-(bromodifluorom<Mhoxv)-2.5-dihvm.? 2 .4-»rimethvl-5.f2-nropenvn-IH- 
mbenzonvranon.4-flqiiinnlim» 
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Example 82 and dibromodifluoromethane were processed as in examples 7B and 7 
to provide the desired compound. 
MS (DCI/NH3) m/z 462 (M+H)+; 

l H NMR (300 MHz, DMSO-d*) 5 7.60 (d, 1H), 7.21 (t. 1H), 7.0 (m. 1H), 6.95 (dd, 1H), 
6.64 (d, 1H), 6.35 (s, 1H), 5.89-5.76 (m, 2H), 5.46 (s, 1H), 5.04 (dd, 1H), 4.96 (dd. 
1H), 2.55-2.44 (m, 1H), 2.33-2.25 (m, 1H), 2.18 (s, 3H), 1.19, (s, 3H), 1.17 (s, 3H); 
HRMS calcd m/z for C 2 3H22F2N02Br: 461.0802 (M+H)+. Found 461.0815. 

Example Rd 

f3-(2.5-dihvdro-10-methoxv-2.2.4-trim < .thvi-i H-rnh^n^ o nvrannn 4.fi T1 j n n | jn_ 

5-vl>phenv»] mfithvlcarhninate 

Example 13 and methylchloroformate were processed as in Example 10 to provide 
the desired compound. 
MS (DCI/NH3) m/z 458 (M+H)+; 

1H NMR (300 MHz, DMSO-cfc) 5 8.01 (d, 1H), 7.25 (t, 1H), 7.12 (d, 1H), 7.01 (q. 1H), 

6.90 (q, 2H), 6.78 (s, 1H), 6.72 (d, 1H), 6.57 (q. 1H), 6.44 (q. 1H), 6.20 (d, 1H), 5.39 

(s, 1H), 3.80 (s. 3H), 3.63 (s, 3H), 1.83 (s, 3H), 1.22 (s. 3H), 1.16 (s, 3H); 

Anal, calcd for C 28 H 27 N0 5 : C, 73.50; H. 5.94; N, 3.06. Found: C, 73.63; H. 6.20; N, 

2.86. 

Example 85 

2.5-dihvdro-10-methoxv-5-n-iTiRthf.v Vr h envi-i-??/i-tri ni < » T t 1 yl- 

lH-rnhenznnvrannnd-fl^fn^p,. 

Example 13 and methyl iodide were processed as in Example 14 to provide the 
desired compound. 
MS (DCI/NH3) m/z 414 (M+H)+; 

*H NMR (300 MHz, DMSO-d 6 ) 6 8.01 (d, 1H). 7.13 (t, 1H), 6.92 (t, 1H), 6.75-6.67 (m, 
5H), 6.57 (dd, 1H), 6.46 (dd, 1H), 6.20 (d, 1H), 5.39 (s, 1H), 3.80 (s, 3H), 3.63 (s, 
3H), 1.88 (s, 3H), 1.22 (s, 3H), 1.16 (s, 3H); 

Anal, calcd for C 27 H27N0 3 : C, 78.42; H, 6.58; N, 3.38. Found: C, 78.58; H, 6.55; N, 
3.23. 

Examnlft 86 

2.5-dihvdro-lQ-methoxv-? 2.4.trim ft fhvi- s -n-r?- P rn r v»nvinxv^ph ( »nvii- 
1H - rnhen7n pvrnnr > r3-4-f|giii nft jj ng 

Example 13 and allyl bromide were processed as in Example 14 to provide the 
desired compound. 
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MS (DCI/NH3) m/z 440 (M+H) + ; 

1H NMR (300 MHz, DMSO-de) 8 8.02 (d, 1H), 7.13 (t, 1H), 6.92 (t. 1H), 6.78-6.67 (in, 
SH), 6.56 (d. 1H), 6.46 (d. 1H), 6.20 (d. 1H), 5.95 (m. 1H). 5.40 (s, 1H), 5.31 (dd, 
1H), 5.21 (dd. 1H), 4.42 (d, 2H). 3.80 (s. 3H). 1.86 Cs. 3H), 1.23 (s, 3H). 1.16 Cs. 
3H); 

Anal, calcd for C29H29NO3: C, 79.24; H, 6.64; N, 3.18. Found: C, 78.87; H, 6.46; N, 
3.07. 

Example 87 

2.2-dihYdrO- 1 0-methoxv-?. ?. 4-trim e thvl-S-r7.f r h e nv»methnvvYh»n y n. 
IH-mhBnznnvranon 4- flouinnlinp 
Example 13 and benzyl bromide were processed as in Example 14 to provide the 
desired compound. 
MS (DCI/NH3) m/z 490 (M+H)+; 

*H NMR (300 MHz, DMSO-dg) 8 8.06 (d, 1H), 7.40 (m, 5H), 7.18 (t, 1H), 6.97 (t, 1H), 

6.90-6.85 (m, 2H), 6.80-6.74 (m. 3H), 6.62 (d. 1H), 6.48 (d, 1H). 6.24 (d, 1H). 5.45 (s, 

1H), 5.03 (d, 2H), 3.85 (s, 3H), 1.92 (s, 3H), 1.29 (s, 3H), 1.21 (s, 3H); 

Anal, calcd for C33H31NO3: C, 80.95; H, 6.38; N, 2.86. Found: C, 80.81; H, 6.24; N, 

2.96. 

Example 88 

5-r3-fCYCionmnvlmRthQXV>nhenvll-2..'S-HihvHm-1 0- me thnxv-2.2.4-trimethvl- 
lH-rnbenzonvranon.4-flouinnline 

Example 13 and cyclopropylmethyl bromiode were processed as in Example 14 to 
provide the desired compound. 
MS (DCI/NH3) m/z 454 (M+H)+; 

l H NMR (300 MHz, DMSO-cfc) 8 8.01 (d, 1H), 7.12 (t, 1H), 6.92 (t, 1H), 6.74-6.68 Xm, 
5H), 6.55 (d, 1H), 6.46 (d, 1H), 6.20 (s, 1H). 5.39 (s, 3H), 3.79 (s, 3H), 3.66 (d. 2H), 
1.86 (s, 3H), 1.23 (s, 3H), 1.16 (s, 3H), 1.12 (m. 1H), 0.50 (q, 2H), 0.24 (q, 2H); 
Anal, calcd for C3oH 31 N0 3 : C, 79.44; H, 6.88; N. 3.08. Found: C. 79.12; H, 6.72; N, 
2.99. 

Example 89 
2^tiihYdm-10^methoxv-2.2.4-trime^ 

lH-mhen7onvrnnnn.4-flqiiin^|j nP 
Example 13 and 1 -(2-chloroethyl)piperidine were processed as in Example 14 to 
provide the desired compound. 



-117- 



WO 99/41256 PCTAJS99/03127 
MS (DCI/NH3) m/z 5 1 1 (M+H)+; 

1H NMR (300 MHz. DMSO-d*) 5 8.01 (d, 1H). 7.12 (t, 1H), 6.92 (t, 1H). 6.77-6.68 (m, 
5H). 6.57 (d. 1H), 6.46 (d, 1H), 6.20 (d, 1H). 5.39 (s. 1H). 3.91 (t. 2H), 3.80 (s, 3H) 
2.55 (t, 2H). 2.35 (b. 4H). 1.92 (s, 3H), 1.46 (b. 4H), 1.36 (b, 2H), 1.22 (s, 3H), 1 16 
(s, 3H); 

Anal, calcd for C33H38N2O3O.5H2O: C. 76.27; H, 7.56; N, 5.39. Found: C, 76.26- H 
7.38; N, 5.28. 

Example 90 

g-(3-hgxv l 07tYnhenvn-?5-dihvdm-in-mPfhn 7f Y .2,2.4-tri mP n 1 Y |. 

lH-rnhenynnvrant^n 4-f|qninft1inr 
Example 13 and hexyl iodide were processed as in Example 14 to provide the 
desired compound. 
MS (DCI/NH3) m/z 484 (M+H)+; 

1H NMR (300 MHz. DMSO-d 6 ) 5 8.01 (d. 1H). 7.09 (t. 1H). 6.92 (t. 1H), 6.75-6.67 (m. 
5H). 6.56 (dd. 1H). 6.46 (dd. 1H). 6.18 (d, 1H), 5.40 (s, 1H), 3.81 (t, 2H). 3.79 (s. 
3H). 1.87 (s, 3H). 1.60 (m. 2H). 1.36-1.23 (b, 6H). 1.22 (s. 3H). 1.16 (s. 3H). 0.86 (t, 
3H); 

HRMS calcd m/z for C32H37NO3; 483.2773 (M+H)+. Found: 483.2776. 

Examnle91 

g-r3-(2 . 4-dinirronhf noxv>nhenvll-?..5-dihvrir^ 1 ry methnw.? 9 A.,^ m rh Y] - 
UjJjjbsDzacyiaDflO Aflaiiingiins 

Example 13 and l-fluoro-2.4-dinitrobenzene were processed as in Example 14 to 
provide the desired compound. 
MS (DCI/NH3) m/z 566 (M+H)+; 

1H NMR (300 MHz. DMSO-d<s) 8 8.87 (d, 1H). 8.38 (dd. 1H), 7.88 (d, 1H). 7.40 (t. 
1H), 7.20-7.08 (m. 2H). 7.20-7.08 (m. 2H), 6.81 (s, 1H). 6.72 (d. 1H), 6.68 (d. 1H), 
6.62 (d. 1H). 6.46 (dd, 1H). 6.24 (d. 1H). 5.40 (s. 1H). 3.78 (s. 3H), 1.90 (s, 3H). 1 19 
(s, 3H). 1.13 (s. 3H); 

Anal, calcd for C 3 2H27N 3 0 7 : C, 67.95; H. 4.81; N. 7.42. Found: C. 68.20; H. 5.05; N 
7.20. 

ExamnlR 97 

2.5-dihY(1rO-10-methOXV-7 ? 4-trimgthvl-S-n . r2-propvn y 1nxvtnhpnvn. 
IH-rnhenznnvmnnn 4- flmiinnlin* 
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Example 13 and propargyl bromide were processed as in Example 14 to provide the 
desired compound. 
MS (DCI/NH3) m/z 566 (M+H)+; 

1H NMR (300 MHz, DMSO-de) 5 8.00 (d, 1H), 7.13 (t, 1H), 6.92 (t, 1H), 6.80-6.68(m, 
5H), 6.56 (d, 1H), 6.48 (d, 1H). 6.18 (d. 1H), 5.39 (s, 1H). 4.67 (d, 2H), 3.80 (s. 3H), 
3.50 (t, 1H), 1.87 (s, 3H), 1.23 (s. 3H), 1.16 (s, 3H); 

Exampte 

3-f2 . ^dihYrim-10-mCthoxv-2.2 4-tri m ethvNm.rnh> . n7nnvr a nnn d-fl qu inn1in- 
5-vnnhenol 4-methv1hftn7 £ nft.stilfnn a t ft 
Example 13 and p-toluenesulfonyl chloride were processed as in Example 15 to 
provide the desired compound. 
MS (DCI/NH3) m/z 554 (M+H) + ; 

»H NMR (300 MHz, DMSO-dg) 6 7.99 (d, 1H), 7.47 (d, 2H). 7.36 (d, 4H), 7.22 (t, 1H), 
7.13 (d, 1H), 6.97 (t, 1H), 6.85-6.78 (ra, 2H), 6.70 (d, 1H), 6.68 (s, 1H), 6.59 (dd, 1H), 
6.37 (dd, 1H), 6.24 (d, 1H), 5.39 (s. 1H), 3.80 (s, 3H), 2.43 (s. 3H), 1.74 (s, 3H), 1.24 
(s, 3H), 1.18 (s, 3H); 

Anal, calcd for C33H31NO5S: C, 71.58; H, 5.64; N, 2.52. Found: C, 71.49; H, 5.75; N, 
2.40. 

- Example 94 

4-f2 .. ?-riihvrirp-10-methoxv-2.2.4-trime^^^ 

5-vDphennlnratfltft (e_« P r\ 
Example IF and 4-methoxymethoxyphenyl bromide were processed as in examples 
12A-C to provide the desired compound. 
MS (DCI/NH3) m/z 442 (M+H)+; 

*H NMR (300 MHz, DMSO-de) 5 8.02 (d, 1H), 7.19 (d, 2H), 6.99 (d, 2H), 6.91 (t, 1H), 
6.79 (s, 1H), 6.71 (d, 1H), 6.58 (d, 1H). 6.46 (dd, 1H), 6.21 (d, 1H), 5.39 (s, 1H), 3.79 
(s, 3H), 2.19 (s, 3H) t 1.83 (s, 3H), 1.22 (s, 3H), 1.15 (s, 3H); 

Anal, calcd for C28H27NO4: C, 76.16; H. 6.16; N, 3.17. Found: C, 75.79; H, 6.24; N, 
3.03. 

Example 95 

4-(2 . 5-dihvdrO- 1 Q-methoxv-2 ? 4-trimethvl- 1 H - r 1 ^ P n7npv,^non.4-flqmnnlin. 

5-vn P henol 

Example 94 was processed as in Example 13 to provide the desired compound. 
MS (DCI/NH3) m/z 400 (M+H) + ; 
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1H NMR (300 MHz, DMSO-de) 5 9.29 (s, 1H), 8.05 (d, 1H). 7.00 (d, 2H), 6.95 (t, 1H), 
6.74 (d, 2H), 6.72 (s, 1H), 6.63-6.58 (m, 3H), 6.44 (dd, 1H), 6.15 (s, 1H), 5.41 (s, 
1H), 3.83 (s, 3H). 1.90 (s. 3H), 1.28 (s, 3H), 1.20 (s. 3H); 

Anal, calcd for C26H25NO3: C, 78.17; H, 6.30; N, 3.50. Found: C, 78.59; H, 6 20- N 
5 3.12. 

Example 96 

2 . 5-dihydro-1P^methoxy-? ? 4^trim^ 

lH-mhRn7.onvrannn4-f)/]ii; n0 |i nff 
10 Example 95 was processed as in Example 14 to provide the desired compound. 

MS (DCI/NH3) m/z 460 (M+H)+; 

1H NMR (300 MHz, DMSO-dg) 5 8.01 (d. 1H). 7.17 (d. 2H), 6.90 (t, 1H), 6.82 (d, 2H), 
6.72 (s, 1H), 6.69 (d, 1H), 6.56 (d, 1H), 6.42 (d, 1H), 6.17 (s, 1H), 5.38 (s, 1H), 5.16 
(s, 2H), 3.80 (s, 3H), 2.11 (s, 3H), 1.85 (s 3H), 1.23 (s. 3H), 1.16 (s, 3H); 
15 Anal, calcd for C28H29NO3S: C, 73. 17; H, 6.35; N, 3.04. Found: C, 72.86; H, 6.62; N, 
2.69. 

Example 97 

r4-f2 . 5-riihvdrO- 1 Q-methOXV-?. ?..4-trimemvl. T H -mhen:mpvr3nnr 3 4-flqMinnlin. 
20 5-vDnhenvn dimethv1r a rh a m Ptr 

Example 95 and dimethylcarbanoylchloride were processed as in Example 15 to 
provide the desired compound. 
MS (DCI/NH3) m/z 47 1 (M+H)+; 

1H NMR (300 MHz, DMSO-dg) S 8.01 (d, 1H), 7.15 (d. 2H), 6.98 (d, 2H), 6.90 (d, 1H), 
25 6.76 (s, 1H), 6.70 (d. 1H), 6.57 (d, 1H), 6.44 (d, 1H), 6.22 (d, 1H), 5.40 (s, 1H), 3.80 
(s, 3H). 2.98 (s, 3H), 2.85 (s, 3H), 1.86 (s. 3H), 1.23 (s, 3H), 1.15 (s, 3H). 

Example 98 

2.5-dihvdrO-10-methoxv-?2.4-trimethv|. 5 -r4-f p hen y lmethoxv-)phenvn. 
30 lH-nihen7onvranon.4-nq..;n^^ f » 

Example 95 and benzyl bromide were processed as in Example 14 to provide the 
desired compound. 
MS (DCI/NH3) m/z 490 (M+H)+; 

1H NMR (300 MHz, DMSO-dg) 6 8.02 (d, 1H), 7.40-7.28 (m, 4H), 7.08 (d, 2H), 6.90 (t. 
35 1H), 6.84 (d, 2H), 6.72 (s. IH), 6.70 (d. 1H), 6.55 (d, 1H), 6.41 (d. 1H). 6.15 (s. 1H). 
5.37 (s, 1H), 4.96 (s, 2H). 3.80 (s. 3H), 1.85 (s, 3H), 1.23 (s. 3H), 1.15 (s. 3H); 
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Anal, calcd for C33H31NO3: C, 80.95; H, 6.38; N, 2.86. Found: C. 81.02; H, 6 25- N 
2.76. 

ExamplffQQ 

5 2.5-d i hvdro- 1 O-methoxy-? 7 4-trimethvl-5-rvrmethnxvmPtho x v^henvn-i h. 

fl IhenropvrannH ^nqninnlinft 
Example 13 and methoxymethyl chloride were processed as in Example 14 to 
provide the desired compound. 
MS (DCI/NH3) m/z 444 (M+H)+; 
10 1H NMR (300 MHz, DMSO-de) 5 8.01 (d. 1H), 7.14 (t, 1H), 6.92 (t, 1H). 6.83-6.75 (m, 
4H), 6.70 (d, 1H), 6.58 (d, 1H), 6.47 (q, 1H), 6.21 (s, 1H), 5.40 (s, 1H), 5.06 (s. 2H), 
3.80 (s, 3H), 3.30 (s, 3H). 1.89 (s. 3H), 1.24 (s, 3H), 1.16 (s, 3H); 
HRMS calcd m/z for C28H29NO4: 443.2097 (M+H)+. Found: 443.2098. 

15 Example 100 

r(2 . 5-dlhYdrO- 1 0-methOXY-7 ? 4-trimethvl-l H-mhen*opvr a nn r ;V4-flqmnnHn_S. 

vl)phenvll 1 -momholin^rhmryfatf. 

Example 13 and morpholine were processed as in Example 15 to provide the desired 
compound. 
20 MS (DCI/NH3) m/z 5 13 (M+H)+; 

IH NMR (300 MHz, DMSO-de) 5 8.01 (d, 1H), 7.22 (t, 1H). 7.05 (d, 1H), 6.93 (t, 2H), 
6.83 (s. 1H), 6.77 (s, 1H), 6.71 (d. 1H), 6.57 (d, 1H), 6.48 (q, 1H), 6.23 (d, 1H), 5.40 
(s, 1H), 3.80 (s, 3H), 3.60 (t. 4H), 3.50 (b, 4H), 1.86 (s, 3H), 1.24 (s, 3H), 1.14 (s, 
3H); 

25 HRMS calcd m/z for C 3 iH32N 2 0 5 : 5 12.231 1 (M+H) + . Found: 512.2328. 

Example 101 

2 . 5-dihvdro- 1 0-metho* v-7 ? 4-trimethvl-S-n-rrmeth vUnifin V nmerhnxviphPnvn- 

lH-n lhenzonvranon 4-f)g,ij n ^ nr 
30 A solution of Example 14(12 mg, 0.005 mmol) in methanol (1 mL) at 0 °C was 

treated sequentially with TeC>2 (1.6 mg, 0.01 mmol) and acetic acid (50 mg, 0.83 mmol), 
stirred at ambient temperature overnight, treated with saturated NaHC03 and extracted with 
dichloromethane. The extract was washed with water and brine, dried (MgS0 4 ). filtered, 
and concentrated to yield 
35 MS (DCI/NH3) m/z 476 (M+H)+; 

!H NMR (300 MHz. DMSO-d 6 ) 5 8.01 (dd, 1H), 7.15 (dt, 1H). 6.92 (m. 3H). 6.78 (t, 
1H), 6.74 (s. 1H). 6.70 (d, 1H). 6.58 (d. 1H). 6.47 (d, 1H). 6.19 (d, 1H). 5.40 (d, 1H), 
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5.12 (dd, 1H), 4.93 (q, 1H), 3.79 (d, 3H). 2.57 (d. 3H), 1.87 (d 3H), 1.24 (d. 3H), 1 16 
(d. 3H); 

HRMS calcd m/z forC 2 8H29N0 4 S: 475.1817 (M+H)+. Found: 475.1819. 
5 Example 107 

Q-r3-f2 . 5-dihyrtTO-in-mrtho*v-2^^ 

5-vnphRnvll sslsi 

Example 13 and thiocarbanoyl chloride were processed as in Example 16 to provide 
the desired compound. 
10 MS (DCI/NH3) m/z 487 (M+H) + ; 

1H NMR (300 MHz, DMSO-d*) 5 8.01 (d. 1H), 7.22 (t, 1H), 7.13 (d, 1H), 6.92 (t, 1H), 
6.85 (d, 1H), 6.78 (s, 1H), 6.72 (s, 1H), 6.59 (d, 1H), 6.57 (d, 1H), 6.45 (d, 1H), 6.21 
(s, 1H), 5.39 (s, 1H), 3.80 (s, 3H), 3.29 (s, 3H), 3.22 (s, 3H), 1.86 (s, 3H), 1.24 (s 
3H), 1.14 (s, 3H). 

15 

Example im 

2.5-d i hvdro- 1 Q-mf r hoxv-? ^^-trimethvi-s-n-fmerhvithi^p^pYH- 1 n . 

rnbenzonvranor3.4.n <1 iiinnHn»» 

20 Example 101A 

A solution of 3-bromophenylmethoxymethyl ether (3.50 g, 15.0 mmol) in THF 
(150 mL) at -78 °C was treated with n-butyllithium (2.5 M in hexanes, 6.00 mL) over 5 
minutes, warmed to -30 °C, cooled to -78 °C, treated with Example IF in one portion, 
wanned to -40 °C, quenched with saturated NH4CI, warmed to ambient temperature, and 

25 allowed to settle. The supernatant was decanted and concentrated, and the residue was 

partitioned between water and ethyl acetate. The organic layer was washed sequentially with 
water and brine, dried (Na 2 S0 4 ) and concentrated. Rash chromatography of the residue on 
silica gel with 20-25% ethyl acetate/hexane provided the desired compound. 
MS (DCI/NH3) m/z 476 (M+H)+ 

30 

Examnle IfW 

2.5-dihvdrO- 1 Q-mf thOTV-2.2.4^trimftf hvl-S-H-f methyl thio^phen vll- 1 H- 
nihenznpvmnnn 4-flquinnline 
A solution of Example 103A (20 mg, 0.042 mmol) and triethylsilane (49 mg, 0.42 
35 mmol) in dichloromethane (1 mL) at ambient temperature was treated with BF3-OEt2 (60 
mg, 0.42 mmol), stirred for 24 hours, and treated with saturated NaHCC>3. The aqueous 
layer was extracted with dichloromethane, and the combined extracts were washed 
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sequentially with 1M NaOH and brine, dried (Na 2 S0 4 ). filtered, and concentrated. Flash 
chromatography of the residue on silica gel with 10-25% ethyl acetate/hexane provided the 
desired compound. 
MS (DCI/NH3) m/z 430 (M+H)+; 

1H NMR (300 MHz, DMSO-de) 5 8.01 (d, 1H), 7.15 (t, 1H), 7.05 (s. 1H). 7.03 (d, 1H), 
6.93 (t. 1H), 6.89 (s, 1H). 6.74 (s, 1H), 6.70 (d, 1H), 6.57 (d. 1H), 6.46 (d, 1H), 6.19 
(d, 1H), 5.40 (s, 1H), 3.78 (s, 3H), 3.33 (s, 3H), 1.88 (s, 3H). 1.22 (s, 3H), 1.16 (s, 
3H); 

HRMS calcd m/z for C27H27NO2S: 429.1763 (M+H)+ Found: 429.1764. 

Example 104 

Q-r3-(2 . ,5-(1ihYf1ro-10-methnxv-? ? 4-frimethvl-1H-rnhen7nnvr a nnn a-q n . linn i in . 

S-vDnhenvll methvlcarhnnnthinat,. 

Example 95 and methyl thiochloroformate were processed as in Example 15 to 
provide the desired compound. 
MS (DCI/NH3) ra/z 474 (M+H) + ; 

*H NMR (300 MHz, DMSO-dg) 8 8.00 (d, 1H), 7.26 (t, 1H), 7.12 (d, 1H). 7.01 (q, 1H), 
6.89 (t. 1H), 6.87 (s. 1H), 6.78 (s, 1H), 6.72 (d, 1H), 6.57 (q. 1H), 6.44 (q, 1H), 6.20 
(d, 1H), 5.39 (s, 1H), 3.78 (s, 3H), 2.35 (s, 3H), 1.83 (s. 3H), 1.22 (s, 3H), 1.16 (s, 
3H); 

AnaLcalcd for C28H27NO4S: C, 71.01; H, 5.74; N, 2.95. Found: C, 70.77; H. 5.74; N 
2.79. 



Example T(>,S 

r3-f2.5-dihV(frO-10-mfthoxv-2.? 4-trimethvn-m.rn b enznnvrpnnn4-f1qt.innlin.S- 
vDDhenvll tri fliiorometh.«ine g i,lfn nntr 

A solution of Example 13 (100 mg, 0.25 mmol), triethylamine (70 uL, 0.5 mmol), 
and 4-<iimethylaminopyridine (catalytic) in dichlororaethane (10 mL) at -78 °C was treated 
dropwise with trifluoromethanesulfonic anhydride (50 uL, 0.30 mmol), stirred for 30 
minutes at -78 °C, poured into saturated NaHCOs, and extracted with ethyl acetate. The 
extract was washed sequentially with water and brine, dried (Na 2 S0 4 ), filtered, and 
concentrated. The residue was purified by flash chromatography on silica gel with 15-85% 
ethyl acetate/hexanes to provide the desired compound. 
MS (DCI/NH3) m/z 532 (M+H)+; 

1H NMR (300 MHz, DMSO-de) 5 8.02 (d. 1H). 7.44 (t, 1H), 7.30 (m, 2H), 7.17 (s, 1H), 
6.93 (t, 1H), 6.83 (s, 1H), 6.71 (d, 1H), 6.57 (d, 1H). 6.43 (d, 1H), 6.28 (d, 1H), 5.40 
(s, 1H), 3.78 (s, 3H), 1.83 (s. 3H), 1.22 (s. 3H), 1.15 (s, 3H); 
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Anal, calcd for C 27 H 2 4N0 5 SF 3 : C, 61.01; H, 4.55; N, 2.64. Found: C, 61.17; H. 4.60; 
N, 2.51. 

Example IQfi 

5-r3-f4 . ^dihYf1ro-4 ■ 4•f1imprhYl-7-o xa m lvnnhpn v n -2■5.d,^hvri^n■1^- m ^K» T y - 
2.2 . 4-trimprhvl-l H-rnhpnrnpvninnp 4-flfiuinnlin n 
Example 52 (92.9 mg, 0.20 mmol), 2-trimethylstannyl-4,4-diniethyloxazoline (210 
mg, 0.80 mmol). and [l.r-is(diphenylphosphino)-ferrocene]dichloropalladium(ID (16 rag, 
0.02 mmol) in l-methyl-2-pyrrolidinone (2 mL) were purged with N 2 , heated at 85 °C for 3 
hours, partitioned between ethyl acetate (50 mL) and saturated KF (30 mL). stirred for 1 
hour, and filtered through a pad of powdered sea shells (Celite®). The filtrate was washed 
with water, brine, dried (Na 2 S0 4 ). filtered, and concentrated. The residue was purified by 
flash chromatography on silica gel with 0-30% ethyl acetate/hexanes to provide the desired 
compound. 
15 MS (DCI/NH3) m/z 48 1 (M+H) + ; 

1H NMR (300 MHz. DMSO-de) 8 8.02 (d. 1H). 7.64 (d. 1H), 7.62 (s. 1H). 7.41 (d. 1H), 
7.32 (t, 1H). 6.92 (t, 1H). 6.82 (s. 1H). 6.71 (d. 1H), 6.56 (dd. 1H), 6.47 (dd, 1H), 6 25 
(d. 1H). 5.40 (s, 1H), 4.02 (s. 2H), 3.78 (s. 3H), 1.84 (s. 3H). 1.25 (s. 3H). 1.22 (s. 
6H). 1.16 (s, 3H); 

Anal, calcd for C3iH 32 N 2 0 3 0.7H 2 O: C. 75.49; H, 6.85; N. 5.68. Found: C. 75 83- H 
6.88; N. 5.29. ' ' ' 



20 



Example 107 

ethY l 3-f2 . 5-dihyrirp-lQ-mfnh0XV-2.2 4-trimemvl-IH-mh e nznnvrannn d. 
25 flguinolin-.5-vnhpn7n a f* 

Example 106 (48 mg. 0.1 mmol) in 1.5 M sulfuric acid in ethanol (5 mL) was 
refluxed for 16 hours, cooled, poured into saturated NaHC0 3 , and extracted with ethyl 
acetate. The extract was washed with brine, dried (Na 2 S0 4 ), filtered, and concentrated. 
The residue was purified by flash chromatography on silica gel with 30% ethyl 
30 acetate/hexanes to provide the desired compound. 
MS (DCI/NH3) m/z 456 (M+H)+; 

1H NMR (300 MHz, DMSO-de) 8 8.02 (d. 1H), 7.76 (m. 2H), 7.48 (d, 1H), 7.38 (t, 1H), 
6.91 (t, 1H). 6.85 (s, 1H). 6.72 (d. 1H). 6.56 (dd. 1H), 6.46 (dd. 1H). 6.26 (d. 1H). 
5.40 (s. 1H), 4.23 (q, 2H). 3.78 (s. 3H), 1.84 (s, 3H), 1.25 (t, 3H). 1.24 (s. 3H). 1 16 
35 (s. 3H); 

HRMS m/z calcd for C 29 H3oN0 4 : 456.2175 (M+H)+. Found: 456.2175 
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Example 108 

3-f2.5-dihvdro-10-methoxv-2.2.4-tri me thvl.m-rnhenzonvr a n o r^4-ni 1 ,,inn1in.S. 

vnbenzoic arid 

Example 107 (20 mg, 0.04 mmol) and LiOH H 2 0 (16.8 mg, 0.4 mmol) in 1:1:1 
THF/methanol/water (3 mL) was stirred for 48 hours, and concentrated. The residue was 
dissolved in 1M NaOH (2 mL), washed with diethyl ether, treated with 1M HC1 to pH 3, 
and extracted with ethyl acetate. The extract was dried (Na2SC>4), filtered, and concentrated 
to provide the desired compound. 
MS (DCI/NH3) m/2 428 (M+H)+; 

*H NMR (300 MHz. DMSO-d 6 ) 5 8.02 (d, 1H), 7.73 (m, 2H), 7.46 (d, 1H), 7.35 (t, 1H), 

6.91 (t. 1H), 6.83 (s. 1H), 6.71 (d, 1H). 6.55 (dd, 1H), 6.46 (dd, 1H), 6.22 (d, 1H). 

5.40 (s, 1H), 3.78 (s, 3H), 1.83 (s, 3H), 1.24 (s, 3H), 1.16 (s, 3H); 

Anal, calcd for C27H25NO4: C, 72.86; H, 5.89; N, 3.28. Found: C. 72.89; H, 6.00; N, 

2.94. 

Example 100 

2.5-d>hvdrO-l0-methQXV-2.2.4-trimethv1-'S-r^- m ethvl- < >-f2-prop e nvnphPnv1l- 
lH-mhMiznpvrnnnn 4-flqninr>1ing 

Example 52 and allyltributyltin were processed as in Example 16 to provide the 
desired compound. 
MS (DCI/NH3) m/z 438 (M+H)+; 

1H NMR (300 MHz, DMSO-de) 8 7.99 (d, 1H), 6.91 (t, 1H), 6.80 (m, 3H), 6.70 (s, 1H), 
6.68 (d, 1H), 6.56 (dd, 1H), 6.44 (dd, 1H), 6.16 (d. 1H), 5.78 (ddt, 1H), 5.39 (s, 1H). 
4.94 (dq, 1H), 4.88 (dq, 1H), 3.78 (s. 3H), 3.17 (d. 2H), 2.13 (s, 3H), 1.86 (s, 3H), 
1.22 (s, 3H), 1.16 (s, 3H); 

Anal, calcd for C30H31NO2: C, 82.35; H, 7.14; N, 3.20. Found: C, 81.99; H, 7.14; N, 
2.98. 

Example 1 10 
H3-f2..VdihYdro-10-methoxv-2.2.4-trimet^ 

methvlphenvllpthann^e 
Example 52 and tributyl(l-ethoxyvinyl)tin in dichloroethane (20 mL) was treated 
with silica gel (1.0 g) and formic acid (10 drops), heated to 40 °C for 6 hours, treated with 
water, and extracted with ethyl acetate. The extract was washed with brine, dried (MgSC>4), 
filtered, and concentrated. The residue was purified by flash chromatography on silica gel 
with 5-10% ethyl acetate/hexanes to provide the desired compound. 
MS (DCI/NH3) m/z 440 (M+H)+; 
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1H NMR (300 MHz, DMSO-dfi) 5 8.01 (d, 1H), 7.61 (s, 1H), 7.51 (s, 1H). 7.28 (s, 1H). 
6.92 (t, 1H), 6.80 (s. 1H), 6.72 (d, 1H), 6.56 (dd, 1H), 6.49 (dd, 1H), 6.24 (m 1H) 
5.40 (s. 1H). 3.78 (s, 3H). 2.44 (s. 3H), 2.26 (s. 3H), 1.84 (s. 3H). 1.23 (s. 3H). 1 'l6 
(s, 3H). 

Example 1 1 1 

3-(2.5-dihYdro- l Q-methnxY-? ?.4-trimRfhvi-iH-rnh P nm P yr aT 1 or^,4-fir 1 ,nnniin.s. Y ] V 

5-trimewvlhenzene.mgthanftl 
A solution of Example 1 10 (0.022 g, 0.050 mraol) in THF (5 mL) at 0 °C was 
treated with methylmagnesiura chloride (3M in THF, 0.83 *iL), warmed to room 
temperature, stirred for 1 hour, treated with saturated NH4CI, separated, and extracted with 
ethyl acetate. The extract was washed with brine and dried (MgS0 4 ), filtered, and 
concentrated to provide the desired compound. 
MS (DCI/NH3) m/z 456 (M+H)+; 

»H NMR (300 MHz, DMSO-d 6 ) 8 7.98 (d, 1H), 7.11 (s, 1H). 7.08 (s, 1H), 6.91 (t, 8H), 
6.78-6.63 (ra. 3H), 6.55 (d, 1H), 6.46 (d, 1H), 6.18 (m, 1H), 5.39 (s, 1H), 4.84 (s, 1H), 
3.73 (s, 3H), 2.14 (s, 3H). 1.88 (s, 3H), 1.24 (s, 3H), 1.23 (s, 3H), 1.22 (s, 3H), 1.16 
(s, 3H). 

Example. 11 9 

S-r3-f2-f»ranvnDhenvn-? s-dihvrim.in.m,. t | 1 p XV .? ? A.tr\ m ^ y \. 
lH-rnhen7onvrnnnre a-qqninnlinf 
Example 52 and 2-(tributylstannyl)furan were processed as in Example 16 to 
provide the desired compound. 
MS (DCI/NH3) m/z 456, 450 (M+H)+; 

1H NMR (300 MHz, DMSO-dg) 5 8.0 (d, 1H), 7.69 (s, 1H), 7.48 (d, 1H), 7.23 (t, 1H), 
7.05 (d, 1H), 6.88 (t, 1H), 6.81 (s. 2H), 6.70 (d, 1H), 6.54 (m. 2H), 6.47 (d, 1H), 6.23 
(s. 1H). 5.41 (s, 1H), 3.78 (s, 3H), 1.88 (s, 3H), 1.24 (s, 3H), 1.16 (s, 3H); 
Anal, calcd for C30H27NO3 H2O: C, 77.07; H, 6.25; N, 3.00. Found: C, 77.27; H, 5.97- 
N, 3.23. 

Example. ] ]3 

2 . 5-d i hyrixo-IO-mrfhPxv-? 2 . 4-trimethvl-5-n-methvi-s-n H . n v rro ii d i 1% ,i. v n phf , nvll . 

IH-f llhenyonvrannn 4-f|qninfflinf 
Example 1 1 and pyrrolidine were processed as in Example 17 to provide the desired 
compound. 
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MS (DCI/NH3) m/z 467 (M+H)+; 

>H NMR (300 MHz. DMSO-cfc) 5 7.97 (d. IH). 6.93 (t. IH). 6.67 (s, IH). 6.67 (d IH) 
6.56 (d. IH). 6.49 (d. IH). 6.22 (s. IH). 6.14 (m. 3H). 5.39 (s, IH). 3.79 (s. 3H).' 3 04* 
(m. 4H), 2.07 (s. 3H). 1.92 (s. 3H). 1.87 (m. 4H). 1.21 (s, 3H). 1.17 (s. 3H). 

Example J] 4 

3-(2..5-dihY(1rn-10-mfth0TV Z^^-rrimfthvl-iH.rnhon^pv^n^f r^nTnnnii n- 
5-methvtt-s N-dim>»rhYih» n7f nnrrinr 
Example 1 1 and methylamine were processed as in Example 17 to provide the 
desired compound. 
MS (DCI/NH3) m/z 427 (M+H)+; 

IH NMR (300 MHz. DMSO-d^ 5 7.98 (d. IH). 6.92 (t. IH). 6.67 (d. IH). 6.61 (s. IH) 
6.56 (d. IH). 6.46 (d. IH). 6.18 (br s, 2H). 6.14 (br s, IH). 6.10 (s. IH). 5.58 (q IH) 
5.38 (br s, IH), 3.79 (s. 3H). 2.50 (d. 3H). 2.04 (s, 3H). 1.90 (s. 3H). 1.22 (s, 3H) 
1.15 (s, 3H); '* 

Anal, calcd for C 2 8H3oN 2 02-0.5H 2 0: C. 77.21; H, 7.17; N. 6.43. Found: C. 77.65; H, 
7. 13j N T 5.97, 



Example. 11^ 

methvl-N-re-nmrenvnhPn^mj^ 

Example 1 1 and allylamine were processed as in Example 17 to provide the desired 
compound. 

MS (DCI/NH3) m/z 453 (M+H)+; 

IH NMR (300 MHz, DMSO-d 6 ) 8 7.98 (d. IH). 6.92 (t. IH), 6.67 (d, IH). 6.56 (d, H) 
6.45 (d, IH). 6.24 (br s. IH). 6.14 (m. 3H). 5.76 (m. IH). 5.63 (t. IH). 5.37 (br s. IH) 
5.10 (qd. IH). 5.02 (qd. IH). 3.79 (s. 3H). 3.50 (m. 2H). 2.02 (s. 3H). 1.89 (s. 3H). 
1.22 (s. 3H), 1.15 (s.3H); 

Anal, calcd for C^sNOz: C. 79.51; H. 7.25; N. 4.03. Found: C. 79.35; H. 7 30' N 
3.89. * ' 



Example 1 \f, 

3-f?,5-dihY(1m-lo- m rfhoxY ^2,4-trimethvl-TH.rnhen.npvmn^ p^ fi^ . ^^^ 

5-vl)-N-(2-mpthnxvMhY^.s.p 1et hvltv»n 7fnrim j nr 

Example 1 1 and 2-methoxyethylamine were processed as in Example 17 to provide 
the desired compound. 
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1H NMR (300 MHz, DMSO-de) 8 7.98 (d, 1H), 6.95 (t, 1H), 6.65 (d, 1H), 6.60 (s, 1H), 
6.54 (d. 1H). 6.44 (d, 1H). 6.22 (s. 1H), 6.17 (s. 2H). 6.13 (s, 1H), 5.41 (t. 10H), 5.38 
(s, 1H), 3.79 (s, 3H), 3.26 (q, 2H), 3.20 (s, 3H,). 2.98 (q. 2H), 2.03 (s, 3H), 1.90 (s, 
3H), 1.22 (s, 3H). 1.15 (s, 3H). 

Example 117 
3-f2.5-dihvdro-10-methnxv-2 9.4.trim^ 

5-vlVN-f2-T>ror>envnhen7f ! n a minP 
Example 52 and allylamine were processed as in Example 17 to provide the desired 
compound. 

MS (DCI/NH3) m/z 439 (M+H)+; 

1H NMR (300 MHz, DMSO-d<s) 5 7.99 (d, 1H), 6.91 (t, 1H), 6.86 (t, 1H). 6.67 (d. 1H), 
6.63 (s, 1H), 6.55 (d, 1H), 6.44 (m, 2H), 6.33 (m, 2H), 6.14 (d, 1H), 5.78 (m, 2H), 
5.37 (s, 1H), 5.12 (qd, 1H), 5.03 (qd, 1H). 3.79 (s. 3H), 3.51 (m, 2H), 1.88 (s, 3H), 
1.22 (s, 3H), 1.14 (s, 3H); 

Anal, calcd for C29H30N2O2: C, 79.42; H, 6.89; N, 6.39. Found: C, 79.03; H, 7.05; N, 
6.17. 

Example 1 1S 
N'-r3-(2^-riihvdro-10-methoxv-2.2.4-^ 

5-methvlnhenvn-N.N- riimethvliirpa 

A solution of Example 1 15 (0. 1 12 g, 0.247 mmol) in 10% ethanol/water (10 mL) 
was treated with l,4-diazabicyclo[2.2.2]octane (0.056 g, 0.495 mmol) and 
chlorotris(triphenylphosphine)rhodium(I) (0.115 g, 0.124 mmol), refluxed for 15 hours, 
poured into 5% HC1. stirred 20 minutes, neutralized with NaHC03, and extracted with ethyl 
acetate. The extract was washed with brine, dried (Na2SC>4), filtered, and concentrated. 
The residue was purified by flash chromatography on silica gel with 20-33% ethyl 
acetate/hexanes to provide the desired aniline. 

The aniline (0.030 g, 0.073 mmol) was dissolved in 2:l/toluene:THF (7 mL), 
treated sequentially with diisopropylethylamine (38 [LL, 0.218 mmol) and 
N,N-dimethylcarbamoyl chloride (20 \xU 0.218 mmol), refluxed for 18 hours, cooled, 
treated with water, and extracted with ethyl acetate. The extract was washed with brine, 
dried (MgS04), filtered, and concentrated. The residue was purified by flash 
chromatography on silica gel with 25-50% ethyl acetate/hexanes to provide the desired 
compound. 
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*H NMR (300 MHz, DMSO-de) 8 8.15 (s, 1H). 7.98 (d, 1H), 7.10 (br s, 2H). 6.91 (t, 
1H). 6.69 (d, 1H), 6.63 (s. 1H). 6.56 (d, 1H), 6.54 (s, 1H), 6.46 (d, 1H), 6.16 (br s, 
1H), 5.38 (s, 1H), 2.85 (s, 6H). 2.09 (s, 3H), 1.86 (s, 3H), 1.24 (s, 3H), 1.14 (s, 3H); 
HRMS m/z calcd for C30H39N3O3: 484.2600 (M+H)+ Found: 484.2601. 

Example 119 

N43-(2.5-dihvdrO-10-methoxv-??4-trimethvU^ 

5-vnnhenvnhenrenemethanaminft 
Example 1 1 and benzylamine were processed as in Example 17 to provide the 
desired compound. 

1H NMR (300 MHz, DMSO-de) 8 7.97 (d, 1H), 7.23 (m, 5H), 6.80 (m, 2H). 6.65 (d, 
1H), 6.59 (s, 1H). 6.53 (d. 2H), 6.49 (s, 1H), 6.20 (m, 3H), 6.16 (t, 1H), 6.12 (s, 1H), 
5.35 (s, 1H), 4.10 (b. 2H), 3.78 (s, 3H), 1.83 (s, 3H), 1.22 (s, 3H), 1.14 (s, 3H); 
HRMS m/z calcd for C33H32O2N2: 488.2464 (M+H)+. Found: 488.2468. 

Example 120 

5-r(3 . 5-dichlornhenvl'>methvlenel.2.5-dihvdrn-in.iT l P t hoxv-2.2.4-triTTiP.thYi- 
IH-nihgnmnYrannn 4-f1q»ino1inr, 
Example IF and 3,5-dichlorobenzylmagnesium bromide were processed as in 
Example IB to provide the desired compound. 
MS (DCI/NH3) m/z 464 (M+H)+; 

*H NMR (300 MHz, DMSO-d 6 ) isomer 1: S 8.17 (d. 1H), 7.32 (s, 1H), 6.96 (s, 2H), 
6.81-6.74 (m, 4H), 6.45 (s, 2H). 5.11 (s, 1H), 3.93 (s, 3H), 1.88 (s, 3H), 1.22 (s, 3H), 
0.89 (s, 3H); isomer 2: 8 8.29 (d, 1H), 7.78 (s, 2H), 7.45 (s. 1H), 7.23 (t, 1H), 7.18 (d, 
1H), 7.16 (d, 1H), 6.84 (d, 1H). 6.66 (s, 1H), 5.59 (s. 1H). 5.47 (s, 1H), 3.93 (s, 3H), 
1.96 (s, 3H), 1.27 (s, 6H); 

HRMS calcd m/z for C27H23CI2NO2: 463.1 106 (M+H)+. Found: 463.1 1 12. 

Example 121 

5-rr4-chloronhenvl>methvlenel-2.5-dihvdrn.in-mp.th nxv-2/2.4-trim ftt hvi. 

lH-mhen7npyranon.4-flqninnlinp 
Example IF and 4-chlorobenzylmagnesium bromide were processed as in Example 
IB to provide the desired compound. 
MS (DCI/NH3) m/z 430 (M+H)+; 

1H NMR (300 MHz, DMSO-de) isomer 1: 8 8.26 (d. 1H), 7.75 (d, Hz, 2H), 7.42 (d. 2H). 
7.18 (t, 2H), 6.89 (d, 1H), 6.74 (d. 1H), 6.61 (s, 1H), 5.54 (s. 1H), 5.46 (s, 1H), 3.91 
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(s, 3H), 1.97 (s, 3H), 1.26 (s. 6H); isomer 2: 5 8.13 (s, 1H), 7.18 (t, 1H), 7.04 (d, 2H), 
6.82-6.71 (m, 5H), 6.46 (s, 1H), 6.41 (s, 1H), 5.04 (s, 1H). 3.91 (s. 3H), 1.84 (s 3H) 
1.22 (s, 3H), 0.90 (s, 3H); 

HRMS calcd m/z for C27H24CINO2: 429.1496 (M+H)+. Found: 429.L500. 

Exampls 177 

2.5-dihvdro-10-methnY V -^ | 2.4-trimp ; fhv| -'i. [p. 

ftrifluommfithv1)Dhenvninefhvlen e i.iH-m-h < .n T o n v rann n d-fln iu ml inr 
Example IF and 3-trifluoromethylmagnesium bromide were processed as in 
Example IB to provide the desired compound. 
MS (DCI/NH3) m/z 464 (M+H)+; 

»H NMR (300 MHz, DMSO-d 6 ) isomer 1: 8 8.28 (d, 1H), 8.13 (s, 1H), 7.98 (d, 1H). 
7.65-7.56 (m, 1H), 7.33-7.39 (m, 1H), 7.21 (t, 1H), 6.83-6.78 (ra, 2H), 6.75 (i, 1H), 
6.64 (s, 1H), 5.68 (s, 1H), 5.48 (s, 1H). 3.92 (s, 3H), 1.99 (s. 3H), 1.27 (s. 6H); isomer 
2: 5 8.17 (d, 1H), 7.65-7.56 (m, 1H). 7.45 (d, 1H). 7.39-7.33 (m, 1H), 7.27 (d, 1H), 
7.17 (t, 1H), 6.83-6.78 (m. 2H), 6.75 (t, 1H), 6.56 (s, 1H), 6.40 (s, 1H), 5.01 (s, 1H) 
3.92 (s, 3H), 1.88 (s, 3H). 1.19 (s, 3H), 0.78 (s, 3H); 
HRMS calcd m/z for C28H24F3NO2: 463.1759 (M+H)+. Found: 463.1762. 

Example 1?3 

5-r(2.6-difliiorophrnvl)methvlene1-2.5-dihvrim.i o-nip,fhn y v-7?4- 
trimgthvl-1H-rnbenzonvranon.4-n n ninr,ii n r 
Example IF and 2,6-difluorobenzylmagnesium bromide were processed as in 
Example IB to provide the desired compound. 
MS (DCI/NH3) m/z 432 (M+H)+; 

1H NMR (300 MHz, DMSO-dg) isomer 1: 8 8.32 (d, 1H), 7.19 -7.08 (m, 3H). 6.92 (t, 
1H), 6.81 - 6.76 (m, 2H). 6.64 (s, 1H). 6.54 (d, 1H). 5.49 (s, 1H). 5.46 (s. 1H), 3.92 (s, 
3H), 2.11 (s, 3H), 1.25 (s, 6H); isomer 2: 8 8.18 (d, 1H). 7.38 (t. 1H), 7.19-7.08 (ra, 
3H), 6.81-6.76 (m, 2H). 6.67 (d, 1H), 6.21 (s, 1H), 6.19 (s, 1H), 4.96 (s, 1H), 3.93 (s, 
3H), 1.91 (s. 3H). 1.16 (s, 3H), 0.61 (s. 3H); 

HRMS calcd m/z for C27H23F2NO2: 43 1.1697 (M+H)+. Found: 431.1704. 

Example. 1?4 

g-rf2-ChlorOPhenvl)methv1en e 1-2 ^riihY ^ rn-IO-mffhnxv.Z^^rimefhyl. 
1 H-f 1 lbH170PVrannr3.4-flqmnnnn.» 
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Example IF and 2-chlorobenzylmagnesium bromide were processed as in Example 
IB to provide the desired compound. 
MS (DCI/NH3) m/z 430 (M+H) + ; 

*H NMR (300 MHz, DMSO-tfc) isomer 1: 5 8.1 1 (d, 1H), 7.47 (d, 1H). 7.40 (d, 1H), 
7.23-7.10 (m. 3H). 6.84-6.74 (m, 2H), 6.71 (s. 1H). 6.66 (s. 1H). 6.01 (s, 1H), 5.47 (s, 
1H), 3.93 (s, 3H), 2.02 (s, 3H), 1.25 (s. 6H); isomer 2: 6 8.27 (d, 1H), 8.18 (d, 1H), 
7.41 (t. 1H). 7.26 (d, 1H), 7.01 (t, 1H), 6.84-6.74 (m, 4H), 6.47 (s, 1H), 6.37 (s, 1H), 
5.00 (s, 1H), 3.93 (s, 3H), 1.88 (s. 3H), 1.18 (s, 3H), 0.73 (s, 3H); 
HRMS calcd m/z for C27H24CINO2: 429. 1496 (M+H)+. Found: 429. 1497. 

Example! 1?S 

5-rf2.6-dichloronhrnvnmethvlene1-? 5-dihvdm.in.t nemnTv.? ■> a. 

tlimeth Vl- 1 H-f 1 Ihenznnvrannn 4-f| T ii no |j nf 
Example IF and 2,6-dichlorobenzylmagnesiura bromide were processed as in 
Example IB to provide the desired compound. 
MS (DCI/NH3) m/z 464 (M+H)+; 

*H NMR (300 MHz, DMSO-de) isomer 1: S 8.27 (d, 1H), 7.16 (m, 2H), 7.07 (t, 1H), 
6.81-6.76 (m, 3H), 6.68 (d, 1H), 6.30 (s, 1H), 5.47 (s, 1H), 4.90 (s, 1H). 3.93 (s. 3H), 
1.96 (s, 3H), 1.15 (s, 3H), 0.59 (s, 3H); isomer 2: 5 8.37 (d, 1H), 7.45 (d, 2H), 7.31 (t, 
1H), 7.16 (m, 2H), 6.77 (m, 1H), 6.65 (s, 1H), 6.44 (d, 1H), 6.34 (s, 1H), 5.60 (s, 1H), 
3.91 (s, 3H), 2.20 (s, 3H), 1.25 (s, 6H); 

HRMS calcd m/z for C27H23CI2NO2: 463.1 106 (M+H)+. Found: 463.1 1 14. 

Examnle \76 

5-rf2-flU0r0nhPnvnmpthvlene1-2S-dihvdrfv10.m e tho y v-?,?4-trin Trt ^y|. 
IH-nihenzonvrannn 4-f| niT j nn |j nf 

Example IF and 2-fluorobenzylmagnesium bromide were processed as in Example 
IB to provide the desired compound. 
MS (DCI/NH3) m/z 414 (M+H)+; 

lH NMR (300 MHz, DMSO-de) isomer 1: 8 8.30 (d, 1H), 8.23 (m, 1H), 7.28 (m, 1H), 
7.19 (t, 1H), 7.18 (d, 1H), 6.93 -6.75 (m, 3H), 6.76 (d, 1H), 6.65 (s, 1H), 5.77 (s, 1H), 
5.49 (s, 1H), 3.93 (s, 3H), 2.01 (s, 3H), 1.25 (s, 6H); isomer 2: 8 8.17 (d, 1H), 7.28 (m, 
2H). 7.18 (d, 1H), 7.14-7.06 (m. 2H), 6.79 (m, 2H), 6.72 (d, 1H). 6.41 (s, 1H), 6.38 (s, 
1H), 5.00 (s. 1H). 3.93 (s. 3H), 1.87 (s, 3H), 1.18 (s, 3H). 0.76 (s, 3H); 
HRMS calcd m/z for C27H24FNO2: 413.1791 (M+H)+. Found: 413.1788. 

Example 127 
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2 . 5-dihvflro- 1 fymrthnyY-2.2.4-trimrthvi.5-rf4.s.ttih Y dro^ 4-Him^ Y l-?- 

Q^aZQlvnmethvlenft1.1H-mh < »n^nvrannn.4-fl q ,» nn lj nf 
Example IF and 4,4-dimethyl-2-oxazoUne-2-methyUithium were processed as in 
Example IB to provide the desired compound. 
MS (DCI/NH3) m/z 417 (M+H)+; 

1H NMR (300 MHz, DMSO-d<$) isomer 1: 8 8.34 (d. 1H), 7.19 (t, 1H), 6.83-6.78 (m, 
2H), 6.74-6.70 (m, 2H), 5.48 (s, 1H), 5.08 (s, 1H), 3.98 (s, 2H), 3.92 (s, 3H), 1.99 (s, 
3H), 1.22 (s, 3H), 1.20 (s. 9H); isomer 2: 5 8.06 (d, 1H), 7.14 (m, 1H), 6.80 (m, 1H), 
6.76 (m, 1H), 6.72 (m, 1H), 6.42 (s, 1H), 5.96 (s, 1H), 5.35 (s, 1H), 3.90 (s. 3H), 3.72 
(m, 2H), 1.93 (s, 3H), 1.32 (s, 3H), 1.20 (s. 6H), 1.11 (s, 3H); 
HRMS calcd m/z for C26H28N2O3: 417.2178 (M+H)+. Found: 417.2176. 

Examp1ft1?a 

2.5-dihvdro-10^mprhoxv-2.2.4-trim(»mvi-s.r?..pvri dinvimprh v iPne->-|H - 
rnbenzonvranorT4-flf 1 »jnolj nr 
Example IF and 2-methylpyridyllithium were processed as in Example IB to 
provide the desired compound. 
MS (DCI/NH3) m/z 397 (M+H)+; 

*H NMR (300 MHz, DMSO-d 6 ) isomer 1: 5 8.50 (m, 1H), 8.31 (d, 1H), 8.25 (d, 1H), 
7.83 (t, 1H), 7.20 (d, 1H), 7.19 (m, 1H), 6.95 (d, 1H), 6.83 (d, 1 H,). 6.78 (d, 1H), 
6.64 (s, 1H), 5.77 (s, 1H), 5.49 (s, 1H), 3.92 (s. 3H), 2.00 (s, 3H), 1.27 (s, 6H). isomer 
2: 8 8.43 (m, 1H), 8.15 (d, 1H), 7.48 (t, 1H), 7.22 (d, 1H), 7.15 (d, 1H), 7.08 (m, 1H), 
6.88 (d, 1H), 6.78 (d, 1H), 6.77 (t, 1H), 6.46 (s, 1H), 6.38 (s, 1H), 4.99 (s, 1H), 3.92 
(s, 3H), 1.87 (s. 3H), 1.21 (s. 3H), 0.89 (s, 3H); 

HRMS calcd m/z for C26H24N2O2: 397.1916 (M+H)+. Found: 397.1923. 

Example. 190 

2^-dihYdrO- 1 Q-meUlOXV-7 ?.4-trimethvM-f2-thiPnvl\- 1 H . f 1 Ihenynpvnmof 3.4-flguinnIin* 

Example IF and 2-thienyllithium were processed as in Example IB to provide the 
desired compound. 
MS (DCI/NH3) m/z 391 (M+H)+; 

J H NMR (300 MHz, DMSO-de) 8 8.01 (d, 1H), 7.38 (d. 1H), 6.95 (dd. 1H), 6.93 (s, 
1H), 6.81 (dd, 1H), 6.68 (d, 1H), 6.65 (d, 1H), 6.64 (d, 1H), 6.46 (d, 1H), 6.21 (d, 
1H), 5.39 (s. 1H). 3.81 (s. 3H), 1.95 (d, 3H). 1.21 (s, 3H), 1.15 (s, 3H). 

Example 130 
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2^-dihvdro-9 . 1frriimrthnxv-2.2^ 

flquinnli^g 

1,2,4-trimethoxybenzene was processed as described in Schemes 1 and 2 to provide 
the desired compound. 
MS (DCI/NH3) ra/e 378 (M+H) + ; 

1H NMR (300 MHz, DMSO-d 6 ) 8 7.93 (d, 1H), 6.82 (d, 1H). 6.61 (dd, 2H). 6.22 (d, 
1H), 5.81 (ddt, 1H), 5.70 (dd, 1H), 5.44 (s, 1H), 5.01 (m, 2H), 3.76 (s, 3H), 3.67 (s, 
3H), 2.35 (m, 2H), 2.16 (s, 3H), 1.17 (s. 3H), 1.16 (s. 3H). 

Example. 13) 

5-(2^YClnh6?tftn-1-YlV2.5-dihvdrn-9.in-Him P *hov v .2,2.4.rrim P th y l-l H - 
nihen7.onvranon.4-nqiiinni^ ff 
1,2,4-trimethoxybenzene was processed as described in Example 130 but 
substituting 3-trimethylsUylcyclohexene for aUyltrimethykilane to provide the desired 
compound. 

MS (DCI/NH3) m/e 418 (M+H) + ; 

»H NMR (300 MHz, DMSO de) 8 8.03 (d, 1H), 8.01 (d, 1H), 6.83 (d, 1H), 6.82 (d, 1H), 
6.60 - 6.69 (m, 4H), 6.31 (d, 1H), 6.27 (d, 1H), 5.6-5.8 (m, 4H), 5.35-5.52 (m, 4H), 
5.11 (m. 1H), 5.09 (m, 1H), 3.77 (s, 6H), 3.69 (s, 3H), 3.68 (s. 3H). 2.25 (m, 4H), 2.13 
(s, 3H), 2.10 (s, 3H), 1.95 (m, 4H). 1.6 (m, 4H),1.31 (s, 3H), 1.29 (s, 3H). 1.07 (s. 
3H), 1.04 (s, 3H). 



(249978) Example Claim 

2.5-dih Ydro- 1 0-methoxv-, < >-n-methvl-3-hntenvi V2.2.4-t,wthv i . 1 H -r 1 itv^npvrannp 4. 

flquinoline 

Example 2B and 3-methyl-l-trimethylsilyl-2-butene (prepared according to Fleming, 
eu aL Synthesis 1979, 446.) were processed as in example 2 to provide the desired 
compound. 

MS (DCI/NH3) m/e (M+H)+ 376; 

lH NMR (300 MHz, DMSO-dfi) 5 8.10 (d, J=8 Hz, 1H), 7.01 (t, J=8 Hz, 1H), 6.65 (d, 
J=8 Hz, 1H), 6.62 (d. J=8 Hz, 1H), 6.49 (d, J=8 Hz, 1H), 6.25 (br s. 1H), 5.57 (s, 1H), 
5.55 (dd. J=17, 11 Hz, 1H), 5.41 (s, 1H), 4.64-4.56 (m, 2H), 3.83 (s. 3H), 2.14 (s. 3H), 
1.31 (s, 3H), 1.01 (s, 3H), 0.86 (s, 3H), 0.83 (s, 3H); 

"C NMR (100 MHz, DMSO-d 6 ) 5 156.31, 153.48, 145.02, 143.74, 133.05, 128.73, 
127.10, 126.82. 126.27, 119.20, 118.15. 114.05, 113.11, 110.85, 109.36, 105.24, 
78.33. 55.69. 49.12, 44.84, 29.53, 26.14, 23.53, 23.43. 23.35; 
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Anal, calcd for Czs^NC^lMHzO: C. 79.02; H. 7.82; N. 3.69. Found: C, 79.09- H 
7.94; N, 3.59. 



Example 1^ 

2 . 5-d i hydro- 1 0-mrthoxv-5-r5, 5-dimRthvi-^-rvHnh^ T envn.?. ? A-tri me thvi-i h. 

rnhen7n P vrann Hi4-flfininn1inr 
Example 2B and 5,5-dimethyl-l-trimethylsilyl-2-cyclohexene (prepared from 5,5- 
dimethyl-2-cyclohexene-l-ol by the method of Tsuji, et aL J. Org. Chem. 1996, 67, 
5779) were processed as in example 2 to provide the desired compound as a 1.8:1 
inseparable mixture of diastereomers. 
MAJOR: 

MS (DCI/NH3) m/e (M+H)+ 416; 

1H NMR (300 MHz, DMSO-dg) 5 8.08 (d, J=8 Hz, 1H), 7.07 (t, J=8 Hz. 1H), 6.69 (d, 
J=8 Hz, 1H), 6.64 (d, J=8 Hz. 1H), 6.25 (br s, 1H). 5.85 (m, 1H). 5.62-5.71 (m. 1H), 
5.46 (s, 1H), 5.45 (d, J=10 Hz, 1H), 3.86 (s, 3H), 2.41-2.33 (m, 1H). 2.11 (s, 3H), 
1.84-1.72 (m, 1H), 1.68-1.48 (ra. 2H), 1.30 (s, 3H). 1.35-1.21 (m, 1H). 1.01 (s, 3H), 
0.76 (s, 3H), 0.53 (s, 3H); 

Anal, calcd for C28H 3 3N02«1/2H 2 0: C. 79.21; H. 8.07; N, 3.30. Found: C, 79 31- H 

7.75; N. 3.11. 

MINOR: 

1H NMR (300 MHz, DMSO-de) 5 8.02 (d, J=8 Hz, 1H), 7.09 (t, J=8 Hz, 1H). 6.70 (d, 
J=8 Hz, 1H). 6.64 (d, J=8 Hz. 1H), 6.57 (d. J=8 Hz. 1H). 6.20 (br s. 1H), 5.60-5.52 (m. 
1H), 5.50 (d, J=10 Hz, 1H). 5.14 (m. 1H). 5.41 (m, 1H). 3.86 (s. 3H), 2.41-2.33 (m. 
1H), 2.09 (s, 3H), 1.91-1.78 (m. 1H). 1.68-1.48 (m. 2H). 1.35-1.21 (m. 1H). 1.28 (s. 
3H). 1.07 (s, 3H). 0.92 (s, 3H). 0.51 (s. 3H). 

Example I34 

ret (5R.2'R) 2.5-dihY(1ro-10-methoxv- < >-f?.-ox(v3-tetmhvHmpvn.nvn-7 0 4-t ri methvi-m- 

rnhenynpvrannf^.l.f lauinnlinp. 
Example 2B and 3.4-dihydro-6-(trimethylsiloxy)-2H-pyran were processed as in 
Example 2 to give 41% Example 134 and 48% Example 135. 
MS (DCI/NH3) m/e 406 (M+H) + ; 

1H NMR (300 MHz, DMSO-d 6 ) 8 8.12 (d, J=8 Hz. 1H), 7.05 (t, J=8 Hz. 1H), 6.67 (d. 
J=8 Hz, 1H). 6.63 (d. J=9 Hz. 1H), 6.49 (d, J=8 Hz, 1H), 6.42 (d, J=5 Hz, 1H), 6.21 
(d, J=2 Hz, 1H). 5.44 (br s, 1H). 4.35-4.00 (m. 2H). 3.86 (s, 3H). 2.77-2.67 (m. 1H), 
2.17 (s, 3H). 2.01-1.50 (m. 4H). 1.27 (s. 3H). 1.01 (s, 3H); 
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«C NMR (100 MHz, DMSO-d 6 ) 8 169.93, 156.40, 152.16, 145.53, 133.80, 128.46, 
127.75, 127.20, 126.66, 117.38, 116.74, 113.45, 112.07, 109.23, 109.19, 105.44, 
98.19. 72.79, 69.09. 55.62. 49.44. 46.37. 29.45. 27.13. 23.20. 21.46, 20.22. 19.61; 
Anal, calcd for C25H27N04-1/2H 2 0: C, 72.44; H, 6.81; N. 3.38. Found: C, 72 66- H 
5 6.92; N, 2.91. 

Example 135 

mti (5R . 2'S) 2„5-dihYdrO-1(Vmf»fhOXV-5-f2-OXO-3-tetr a hvHmpvr a n vn-2.2.4-trimethv1. 

lH-rnhen7onvrannn.4-nqninnlin» 
10 Example 2B and 3,4-dmydro-6-(trimemylsiloxy)-2H-pyran were processed as in 

Example 2 to give 41% Example 135 and 48% Example 135A. 
MS (DCI/NH3) m/e 406 (M+H)+; 

1H NMR (300 MHz, DMSO-d6> 5 8.12 (d, J=8 Hz. 1H). 7.05 (t, J=8 Hz. 1H), 6.67 (d, 
J=8 Hz. 1H). 6.63 (d. J=9 Hz. 1H). 6.49 (d. J=8 Hz, 1H), 6.42 (d, J=5 Hz, 1H), 6.21 
15 (d, J=2 Hz, 1H), 5.44 (br s. 1H), 4.35-4.00 (m, 2H), 3.86 (s, 3H), 2.77-2.67 (m, 1H), 
2.17 (s. 3H). 2.01-1.50 (m, 4H), 1.27 (s, 3H), 1.01 (s, 3H); 

13C NMR (100 MHz, DMSO-d 6 ) 8 169.93, 156.40. 152.16, 145.53. 133.80. 128.46, 
127.75. 127.20, 126.66, 117.38, 116.74, 113.45. 112.07, 109.23, 109.19, 105.44, 
98.19, 72.79. 69.09, 55.62, 49.44, 46.37, 29.45. 27.13, 23.20, 21.46, 20.22, 19.61; 
20 Anal, calcd for C25H27NCV 1/2H 2 0: C, 72.44; H, 6.8 1 ; N, 3.38. Found: C, 72.66; H, 
6.92;^T, 2.91. 

Example 135 A 

anti (5R . yf>) 2 . 5-dihvdro-10-methoxv-5-f2-oxo-3-ternih vdrnpvranvn.2.2.4-trimethvl- 

lH-mhen7onvranor3.4-nqiiinn1in f 
MS (DCI/NH3) m/e 406 (M+H)+; 

1H NMR (300 MHz, DMSO-d 6 ) 8 8.06 (d. J=9 Hz, 1H), 7.06 (t, J=8 Hz, 1H), 6.70 (d, 
J=8 Hz, 1H), 6.65 (d. J=9 Hz. 1H), 6.50 (d, J=8 Hz, 1H), 6.27 (d. J=8 Hz, 1H), 6.21 
(d, J=2 Hz, 1H), 5.46 (s, 1H). 4.01-4.10 (m, 2H), 3.87 (s, 3H), 2.81 (m, 1H), 2.14 (m, 
3H), 1.68 -1.61 (m. 2H), 1.27 (s, 3H), 1.16-1.36 (m, 2H), 1.03 (s, 3H); 
"C NMR (100 MHz, DMSO-d 6 ) 8 172.14, 156.33, 150.95, 145.21. 134.18. 127.71. 
127.38. 127.20, 126.73. 118.09. 116.66. 113.53. 112.78. 110.56, 105.45, 71.40, 66.76, 
55.52, 49.49. 29.46, 27.38, 23.69, 21.05, 20.79; 

Anal, calcd for C25H27N04-1/4H 2 0: C. 73.24; H. 6.76; N, 3.42. Found: C, 72.89; H, 
7.07; N. 3.05. 



-135- 



WO 99/41256 



PCT/US99/03127 



Example. 1^ 

2J-dihvdro-10-mffthOTy-5-n-cvrt^^^ 

flquinoline 

Example 2B and cyclopenten-2-yltrimethylsikne were processed as in Example 2 to 
provide the desired compound as an inseparable mixture of two diastereomers (1 5- 1) 
MS (DCI/NH3) m/z 374 (M+H)+; 
1 H NMR (300 MHz, DMSOdg) 

Major diastereomer: 8 8.05 (d, 1H), 7.09 (t, 1H), 6.72 (d, 1H), 6.66 (d, 1H). 6.58 (d, 
1H), 6.19 (s, 1H), 5.77 (ddd, 1H). 5.50 (d, 1H), 5.43 (s. 1H), 5.19 (ddd, 1H), 3.87 (s, 
3H), 2.90 (m, 1H), 2.43-2.15 (m, 2H), 2.09 (s, 3H), 1.97-1.70 (m. 2H), 1.31 (s, 3H) 
1.09 (s, 3H); 

Minor diastereomer: 8 8.07 (d, 1H), 7.08 (t, 1H), 6.70 (d, 1H), 6.66 (d, 1H), 6.61 (d. 
1H), 6.22 (s, 1H), 5.82-5.70 (m. 2H), 5.48 (d. 1H), 5.41 (d, 1H), 3.88 (s, 3H), 2 92 (m 
1H), 2.30 (m. 1H), 2.20 (m, 1H), 2.15 (s, 3H), 1.50 (m, 2H), 1.33 (s, 3H), 1.05 (s. 3H); 
HRMS calcd m/z for C25H27NO2: 373.2042. Found: 373.2049. 

Example 1T7 
2 . g^ihydrO-l^methOXV-5-f3-cvc1o^ 

flqwnolinf, 

Example 2B and cyclohexen-2-yltrimethylsilane were processed as in Example 2 to 
provide the desired compound as an inseparable mixture of two diastereomers (1.1:1). 
MS (DCI/NH3) m/z 388 (M+H)+; 
! H NMR (300 MHz, DMSO-d 6 ) 

Major diastereomer: 8 8.05 (d, 1H). 7.06 (t, 1H). 6.67 (d. 1H), 6.64 (d, 1H), 6.59 (d, 
1H), 6.19 (s, 1H), 5.82 (m, 1H), 5.72 (m, 1H). 5.41 (s, 1H), 5.40 (d, 1H), 3.87 (s, 3H), 

2.29 (m, 1H), 2.13 (s, 3H), 1.95-1.80 (m, 2H), 1.72-1.50 (m, 2H), 1.38-1.10 (m, 2H) 

1.30 (s, 3H), 1.02 (s, 3H); 

Minor diastereomer: 8 8.03 (d, 1H), 7.07 (t, 1H), 6.68 (d, 1H), 6.63 (d, 1H), 6.57 (d. 
1H), 6.15 (s, 1H), 5.62 (m. 1H). 5.54 (m, 1H), 5.46 (s, 1H), 5.09 (m, 1H), 3.85 (s, 
3H), 2.29 (m, 1H), 2.10 (s, 3H). 1.95-1.80 (m, 2H), 1.72-1.50 (m, 2H), 1.38-1.10 (m, 
2H), 1.28 (s, 3H), 1.05 (s, 3H); 

HRMS calcd m/z for C26H29NO2: 387.2198. Found: 387.2206. 
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Example 138 
2 . 5^ihYdro-l(Vmethoxy-5-r3-hutftnvlv? 

Example 2B and 2-butenyltrimethylsilane were processed as in Example 2 to provide 
the desired compound as an inseparable mixture of two diastereomers (1.3:1). 
MS (DCI/NH3) m/z 362 (M+H)+; 

l H NMR (300 MHz, DMSO-dg) Major diastereomer: 8 8.04 (d, 1H), 7.05 (t, 1H), 6.69 (d, 
1H), 6.64 (d. 1H), 6.47 (d, 1H), 6.16 (s, 1H), 5.88 (ddd, 1H). 5.54 (d, 1H), 5.46 (s, 
1H), 4.93 (ddd, 1H), 4.74 (ddd, 1H), 3.86 (s. 3H), 2.37 (bra, 1H), 2.17 (s, 3H), 1.30 (s, 
3H), 1.02 (s, 3H), 0.7 l(d, 3H); Minor diastereomer: 8 8.03 (d, 1H). 7.08 (t, 1H), 6.67 (d, 
1H). 6.64 (d, 1H), 6.58 (d, 1H), 6.10 (s, 1H), 5.51 (ddd, 1H), 5.47 (d, 1H), 5.40 (s, 
1H), 4.78 (ddd, 1H), 4.74 (ddd, 1H), 3.86 (s. 3H), 2.38 (bm, 1H), 2.11 (s, 3H), 1.28 (s, 
3H), 1.05 (s, 3H). 1.01 (d, 3H); 

Anal, calcd for C24H27N O2: C, 79.74; H, 7.53; N, 3.87. Found: C, 79.41; H, 7.63; N, 
3.43. 

Example 139 

2.5-dihvdro- 1 0-methoxv-5-n =e theiiyJ= i -cv C inhex V n-3 2.4-t.Wth y i. i h. 
nibenzonvranor3 4-flQuinn1ine 
Example 2B and 2-cyclohexylideneethyl trimethylsilane were processed as in 
Example 2 to provide the desired compound. 
MS (DCI/NH3) m/z 416 (M+H)+; 

lH NMR (300 MHz, DMSO-d 6 ) 8 8.10 (d, 1H), 7.00 ( t, 1H), 6.63 (d, 1H). 6.60 (dd, 
1H), 6.47(dd, 1H), 6.20 (dd, 1H), 5.45 (s. 1H). 5.40 (s, 1H), 5.14 (dd, 1H), 4.81 (dd, 
1H), 4.53 (dd, 1H), 3.85 (s, 3H), 2.15 (s, 3H). 1.78 (m, 1H), 1.45-0.80 (m, 9H), 1.32 
(s, 3H), 1.03 (s, 3H); 

Anal, calcd for C28H33NO2: C, 80.93; H, 8.00; N, 3.37. Found: C, 80.57; H, 8.02; N, 
3.22. 

Example 140 

2 . 5-dihYdro-10-mffthox v-5~(4.4-dimethvl-3 -cv c1ohex envlV2.2 4-tri m ethyl-lH- 

f llhenzopvninnn 4-flr|mnn1|j nf 
Example 2B and (4,4-dimethylcyclohexen-2-yl)trimethylsilane were processed as in 
Example 2 to provide the desired compound as an inseparable mixture of diastereomers 
(2:1). 

MS (DCI/NH3) m/z 416 (M+H)+; 
!H NMR (300 MHz, DMSO-d6) 



-137- 



WO 99/41256 PCI7US99/03127 

Major diastereomer 8 8.07 (d, 1H), 6.99 (t, 1H). 6.63 (d, 1H), 6.62 (d. 1H), 6 48 (d 
1H), 6.23 (s, 1H). 5.72 (d, 1H). 5.48 (m, 1H), 5.40 (m. 2H), 3.84 (s. 3H), 2.16 (s,3H) 
2.05 (m, 1H), 1.75 (bm, 2H), 1.30 (s. 3H). 1.12 (m, 2H), 1.02 (s, 6H), 0.51 (s. 3HV 
Minor diastereomer 5 8.04 (d, 1H), 7.06 (t, 1H), 6.68 (d, 1H), 6.62 (d, 1H). 6 57 (d ' 
1H), 6.19 (s. 1H), 5.68 (dd, 1H), 5.50-5.38 (m, 3H), 3.86 (s, 3H). 2.14 (s. 3H), 2 08 
(m. 1H), 1.71 (m, 1H), 1.42 (m, 1H), 1.30 (s, 3H), 1.07 (m, 2H), 1.02 (s. 3H), 0 91 (s 
3H), 0.84 (s, 3H); 

HRMS calcd m/z for C28H 33 N02: 415.2511. Found: 415.2527. 

Example 141 

2.^d i hYdm-10-mrrhO?tV-5-r 1 -mPlhvlene-2^vr1nh ( .-r Y j V2 ] H _ 

mben7onvranon.4-flgiiinniflnf 
Example 2B and l-(trimethylsilylmethyl)cyclohexene were processed as in Example 
2 to provide the desired compound as an inseparble mixture of diastereomers (4- 1) 
MS (DCI/NH3) ra/z 402 (M+H) + ; 
! H NMR (300 MHz, DMSO-de) 

Major diastereomer 5 8.07 (d, 1H). 7.03 (t, 1H), 6.65 (d, 1H), 6.63 (d, 1H). 6.40 (d. 
1H), 6.22 (s, 1H), 5.89 (d, 1H), 4.75 (d, 1H), 4.56 (d, 1H), 3.87 (s, 3H), 2.38 (m, 1H) 
2.23 (m, 1H), 2.21 (s, 3H). 1.97 (bm, 2H), 1.55-1.05 (m, 6H), 1.34 (s, 3H), 1.01 (s, 
3H); 

Minor diastereomer 5 8.09 (d. 1H), 7.05 (t, 1H), 6.68 (d, 1H), 6.57 (d, 1H). 6.56 (d. 
1H), 6.11 (s, 1H), 5.86 (d, 1H), 5.40 (s, 1H). 4.33 (d, 1H), 3.91 (d, 1H), 3.87 (s, 3H), 
2.48 (m, 1H), 2.22 (m, 1H). 2.20 (s. 3H), 1.94 (bm, 1H), 1.75-1.05 (m, 6H). 1.29 (s 
3H). 0.97 (s. 3H); 

HRMS calcd m/z for C27H31NO2: 401.2355. Found: 401.2351. 

Example 147 

2.^dihYdro-1fy m ethox T -<>-n-p^^ 

flquinolinft 

Example 2B and l-(trimethylsilyloxy)cyclohexene were processed as in Example 2 
to provide the desired compound as single diastereomer. 
MS (DCI/NH3) m/z 404 (M+H)+; 

1H NMR (300 MHz, DMSO-de) 5 8.04 (d, 1H). 7.02 ( t. 1H), 6.67 (d, 1H), 6.63 (d, 1H). 
6.39 (d, 1H), 6.37 (d, 1H), 6.17 (s. 1H), 5.44 (s, 1H), 3.80 (s, 3H), 2.70 (ddd, 1H). 
2.25 (m. 2H), 2.15 (s, 3H), 1.84 (bm. 1H). 1.62-1.25 (m, 4H), 1.28 (s, 3H). 1.09 (m, 
1H), 1.00 (s, 3H). 
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HRMS calcd m/z for C26H29NO3: 403.2147. Found: 403.2142. 



Example 14^ 

2 . 5-dihYdrn- 10-mpihoyy-?-f3-CYclnortPnYl>-2.2.4-trimf»fhvi.i H-rnh^ o pvnmnR .a. 

Qauinoiine 

Example 2B and cycloocten-2-yltrimethylsilane were processed as in Example 2 to 
provide the desired compound as an inseparable mixture of two diastereomers (7:5). 
MS (DCI/NH3) m/z 416 (M+H)+; 
*H NMR (300 MHz, DMSO-de) 

Major diastereomer: 8 8.03 (dd, 1H), 7.07 (t. 1H), 6.62 (d, 1H). 6.57 (d, 1H). 6.39 (d, 
1H). 6.17 (s, 1H), 5.59 (m, 2H), 5.44 (s, 1H). 5.14 (dd, 1H), 3.88 (s. 3H), 2.18 (s, 3H), 
2.04-0.84 (m, 17H); 

Minor diastereomer: 8 8.00 (d, 1H), 7.00 (t. 1H), 6.70 (d, 1H), 6.66 (d, 1H), 6.58 (d, 
1H), 6.12 (s, 1H), 5.59 (m, 2H), 5.48 (s, 1H). 5.38 (dd, 1H), 3.88 (s, 3H), 2.18 (s, 3H). 
2.04-0.84 (m, 17H); 

HRMS calcd m/z for C28H33NO2: 415.251 1. Found: 415.2498. 

Example 144 

2 . frdihvdro-10-methoxv-S-(3-c^ 

flquinolinft 

_ Example 2B and cyclohepten-2-yltrimethylsilane were processed as in Example 2 to 
provide the desired compound as an inseparable mixture of two diastereomers (1:1). 
MS (DCI/NH3) m/z 402 (M+H)+; 
l H NMR (300 MHz, DMSO-d6) 

diastereomer A: 8 8.04 (d, 1H0, 7.04 (t, 1H), 6.68 (d, 1H), 6.63 (d, 1H), 6.51 (d, 1H), 
6.22 (s, 1H), 5.97 (m, 1H), 5.73 (m, 1H), 5.58 (m, 1H), 5.47 (s, 1H), 3.87 (s, 3H), 
2.42-0.98 (m, 18H); 

diastereomer B: 8 8.01 (d, 1H), 7.08 (t, 1H), 6.70 (d, 1H), 6.62 (d.lH), 6.56 (d, 1H), 
6.21 (s, 1H), 5.58 (m, 2H), 5.49 (s. 1H), 5.32 (m, 1H), 3.87 (s, 3H), 2.42-0.98 (m, 
18H); 

HRMS calcd m/z for C27H31NO2: 401.2355. Found: 401.2351. 

Example 145 

2 . 5-dihvdro- 1 O-methoxv-5-r 1 -cvciohftxenvim e thvn-? 0 d. •trimethyl-lH- 
rilbenzonvranon 4-f1gninnlim» 
Example 2B and 2-methylenecyclohexyldimethylphenylsilane were processed as in 
Example 2 to provide the desired compound. 
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MS (DCI/NH3) m/z 402 (M+H)+; 

*H NMR (300 MHz. DMSO-de) 5 7.96 (d, 1H), 7.05 (t, 1H), 6.68 (d, 1H), 6.58 (d, 1H). 
6.45 (d, 1H), 6.10 (s, 1H), 5.85 (dd. 1H), 5.43 (s, 1H), 5.18 (bs. 1H), 3.85 (s, 3H), 
2.45-1.12 (m, 19H); 

HRMS calcd m/z for C27H31NO2: 401.2355. Found: 401.2342; 

Anal, calcd for C27H31NO2: C, 80.76; H. 7.78; N, 3.49. Found: C, 80.76; H, 8.00; N, 

3.25. 

Examnle 146 

2 . ^dihYdr(h10^mfth0XV-5-n,3-dimethvl-6-cv C lo h exenv1V2.2 4-triniPthvl-m- 
f llhenrnpyranon d-floninnlinp 
Example 2B and (6,6-dimemylcyclohexen-2-yl)dimethylphenylsilane were 
processed as in Example 2 to provide the desired compound as an inseparable mixture of 
diastereomers (5:1). 
MS (DCI/NH3) m/z 416 (M+H)+; 

*H NMR (300 MHz, DMSO-d 6 ) major diastereomer: 8 8.04 (d, 1H), 7.06 (t, 1H), 6.68 (d, 
1H), 6.63 (d, 1H), 6.58 (d, 1H), 6.21 (s, 1H), 5.67 (dd, 1H), 5.49-5.38 (m, 3H), 3.86 
(s, 3H), 2.29-0.82 (m, 20H); minor diastereomer: 8 8.01 (d, 1H), 7.07 (t, 1H), 6.68 (d, 
1H). 6.63 (d, 1H), 6.57 (d, 1H), 6.16 (s. 1H), 5.56-5.33 (m, 3H), 4.97 (dd, 1H), 3.86 
(s, 3H), 2.29-0.82 (m, 20H); 

HRMS calcd m/z for C28H33NO2: 415.25 11. Found: 415.2527; 

Anal, calcd for C28H33NO2: C, 80.93; H, 8.00; N, 3.37. Found: C, 80.92; H, 7.98; N, 
3.25. 

Example 147 

2 . 5-dihvdro-10-metooxy-5-f2-hro^ 

flauiDQlins 

Example 2B and (2-bromoallyl)trimethylsilane were processed as in Example 2 to 
provide the desired compound. 
MS (DCI/NH3) m/z 426 (M+H)+; 

*H NMR (300 MHz, DMSO-d*) 8 8.00 (d, 1H), 7.08 ( t, 1H), 6.72 (d. 1H), 6.62 (d, 1H), 

6.47 (d, 1H), 6.17 (s. 1H), 6.02 (dd, 1H), 5.51 (d. 1H). 5.47 (s, 1H), 5.42 (s, 1H), 3.87 

(s, 3H), 2.89 (dd, 1H), 2.44 (dd. 1H), 2.26 (s. 3H), 1.17 (s, 3H), 1.15 (s, 3H). 

AnaL calcd for C23H 2 4N0 2 Br: C, 64.79; H. 5.67; N, 3.29. Found: C, 64.70; H, 5.65; N, 

3.09. 

Examples 148-1 SO 
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Example 2B (1.25g, 3.70 mmol) and l-tr-t-butyldimethylsiloxy-l'- 
methoxyalkylideneJ-2-cyclohexene were processed as in example 2 to provide a 
diastereomeric mixture of unsaturated ester adducts (1.21 g, 73%) that was carried on to the 
next step. 

5 The mixture above ( 1 .20 g, 2.69 mmol) was dissolved in THF (100 ml), cooled to 0 

°C, treated slowly with Dibal-H (13.5 ml of lM/hex solution. 13.5 mmol) by syringe, 
stirred 30 minutes, diluted with 250 ml saturated aqueous sodium pottasium tartrate and 300 
ml ethyl acetate and stirred overnight The layers were separated, aqueous phase extracted 
twice with ethyl acetate, combined organics washed with brine and dried (MgSCXj). The 
10 resulting residue was purified by silica gel chromatography eluting with from 20% to 30% 
methyl t-butylether in hexanes to give Examples 148-150. 

Example 148 

rel (5R.3 , R)2 .. i-dihvdro-10-methoxv-5-n-hvrimYvtn < » t h vi-^-rvrir.h>»xenvn-?.9 4- 

15 trimethvl- 1 H-rnhenzonvrannn 4-fl T iinnHm» 

MS (DCI/NH3) m/e 418 (M+H)+; 

1H NMR (300 MHz, DMSO-dg) 8 8.01 (d, J=8 Hz, 1H), 7.07 (t, J=8 Hz. 1H). 6.69 (d, 
J=8 Hz, 1H). 6.63 (d. J=9 Hz, 1H), 6.57 (d. J=8 Hz, 1H), 6.17 (d, J=2 Hz, 1H), 5.50 
(d, J=10 Hz. 1H), 5.39 (br s. 1H), 5.05 (br s, 1H), 4.42 (t, 1H). 3.85 (s, 3H), 3.64 (d, 
20 J=6 Hz, 2H), 2.27 (n, 1H), 2.05 (s, 3H), 1.95-1.86 (m, 2H), 1.78-1.21 (m, 4H), 1.28 (s, 
3H), 1.09 (s, 3H); 

Anal, calcd for C27H31NO3M/2H2O: C, 76.03; H, 7.56; N, 3.28. Found: C, 76.34; H, 
7.71; N, 3.20. 



25 Example 14Q 

rel (5R.3'S) Z.^dihYdro-lO-methoxv-S-d-hvdmTvmffth v i-^-cvcinhPxpnvn.? ? 4. 

trimethvl- lH-rnhen7.opvrannf^4.f| qi 1 i nn | j n ff 
MS (DCI/NH3) m/e 418 (M+H) + ; 

*H NMR (300 MHz, DMSO-d 6 ) 8 8.40 (d, J=9 Hz, 1H). 7.07 (t, J=8 Hz. 1H), 6.67 (d, 
30 J=8 Hz. 1H), 6.63 (d, J=8 Hz. 1H), 6.59 (d, J=8 Hz, 1H), 6.20 (d. J=8 Hz, 1H), 6.20 (s. 
1H), 5 (78, J=s Hz, 1H), 5.45 (s, 1H). 5.37 (d, J=10 Hz, 1H), 4.60 (dd, J=5 Hz, 1H), 
3.85 (s. 3H). 3.75 (s. 2H). 2.37 (m, 1H). 2.12 (s, 3H). 1.70 (m. 2H), 1.60 (m. 1H), 1.30 
(s, 3H). 1.15 (m, 2H), 1.02 (s, 3H); 

13C NMR (75 MHz, DMSO-d 6 ) 8 156.3, 151.5, 145.0, 139.6. 133.7, 130.2. 128.0, 
127.1. 126.9. 120.8, 120.3. 118.5. 116.5. 113.0. 110.2, 105.2. 105.2. 76.2. 65.1. 55.6, 
49.4. 36.9, 29.6. 26.8. 23.7. 21.3. 
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10 



Example LSQ 

UibenzocmiiQO^lauinQliM 

MS (DCI/NH3) m/e 418 (M+H) + ; 

»H NMR (300 MHz, DMSOde) 5 8.06 (d. J=8 Hz, 1H), 7.01 (t, J=8 Hz, 1H). 6 59 (d 
J=8 Hz, 1H), 6.52 (d, J=8 Hz, 1H), 6.27 (s, 1H), 6.03 (s, 1H), 5.38 (s, 1H). 5.23 (m 
1H), 4.75 (m, 2H), 3.81 (s, 3H), 3.47 (m, 1H), 2.95 (m. 1H). 2.19 (s, 3H). 1 70-1 35 
(m, 6H), 1.31 (s, 3H), 1.03 (s, 3H); «C NMR (75 MHz. DMSO-dg) 5 156.4, 154 4 
(145.1), 132.9, 129.2, 128.0, 127.6, 126.9. 126.1. 119.3, 118.6, 114.3. 113 1 1090 
105.5. 73.5. 64.4, 55.9. 49.2. 48.6. 29.7. 26.5. 25.6. 24.3. 23.5. 18.3; 
Anal, calcd for C 27 H 3 iN0 3 l/4H 2 0: C. 76.84; H, 7.52; N, 3.32. Found: C. 76 93- H 
7.73; N. 3.18. " 



15 



Example 15| 



20 



25 



30 



35 



Example 2B and indole were processed as in Example 2 to provide the desired 
compound. 

MS (DCI/NH3) m/e 423 (M+H)+; 

*H NMR (300 MHz, DMSO-d*) 8 10.89 (d, 1H). 8.01 (d. 1H), 7.83 (dd. 1H}, 7.27 (dd 
1H), 7.04 (m. 3H). 6.80 (t. 1H). 6.68 (d. 1H). 6.54 (s. lH), 6.53 (d. 1H), 6.28 (d. 1H) 
6.12 (s, 1H), 5.35 (s, 1H). 3.83 (s. 3H). 1.89 (s. 3H). 1.22 (s, 3H), 1.14 (s, 3H) 
Anal, calcd for C28H 26 N 2 0 2 : C. 79.59; H, 6.20; N. 6.62. Found: C, 79.58; H. 6.28; N. 
6.36. 

Example \«f2 

rg/(5S . TS) ?, . 5-dihv(iro-lO-methoxv-5-n-mprhvi-^vrinh.vpn V n. ? ? ^.w^ . ^ 

rnhen7n P vra nnn,4-nnmnTTlinr 
Example 148 (0.512 g. 1.23 mmol) was dissolved in CH 2 C1 2 (5 ml), cooled to 0 
°C. treated with (i-Pr) 2 NEt (0.32 ml, 1.84 mmol). methanesulfonyl chloride (0.1 1 ml. 1 47 
mmol) and stirred for 1 hour. The reaction mixture was treated dropwise with lithium* 
tnethylborohydride (4.70 ml of 1M/THF solution, 4.70 mmol). stirred 60 minutes, treated 
with 10 ml 1M NaOH, 0.6 ml 30 % H 202 . stirred 2 hours and extracted with ethyl acetate 
The organic layer was washed with H 2 0, saturated aqueous NaHC0 3 , brine, dried 
(MgS0 4 ) and concentrated. The residue was purified by silica gel chromatography eluting 
with 5 % then 7 % ethyl acetate in hexanes to give 0.362 g (74%) of the desired product as a 
colorless foam. 
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MS (DCI/NH3) m/e 402 (M+H)+; 

»H NMR (300 MHz, DMSO-dfi) 5 8.02 (d, J=8 Hz, 1H), 7.06 (t, J=8 Hz, 1H), 6.68 (d, 
J=8 Hz. 1H), 6.64 (d, J=8 Hz, 1H), 6.56 (d, J=8 Hz. 1H), 6.16 (s, 1H). 5.49 (d, J=10 
Hz. 1H), 5.41 (br s. 1H). 4.83 (br s. 1H), 3.85 (s, 3H), 2.31-2.17 (m. 1H). 2.06 (s, 3H), 
1.99-1.21 (m, 6H), 1.49 (s, 3H), 1.29 (s, 3H), 1.08 (s, 3H). 

Example 

rel <2R.2'S) 2.5-dihv(1r(vlO-methoxv-S-n- mft fhvi-^v C ioheTpnvn.? 2 .4-tri mft rhvi-m- 

rnhenrnpyrannp^flnninnlinft 
Example 149 was processed as in Example 152 to provide the desired compound. 
MS (DCI/NH3) m/e 402 (M+H)+; 

lH NMR (300 MHz, DMSO-de) 5 8.04 (d. J=9 Hz. 1H). 7.07 (t, J=8 Hz, 1H). 6.68 (d, 
J=8 Hz. 1H), 6.63 (d. J=9 Hz. 1H). 6.61 (d, J=8 Hz, 1H). 6.22 (d. J=2 Hz. 1H). 5.55 
(br s, 1H). 5.45 (br s, 1H). 5.35 (d. J=10 Hz. 1H). 3.86 (s. 3H). 2.34-2.18 (m. 1H). 
2.12 (s. 3H), 1.97-0.88 (m. 6H). 1.61 (s, 3H). 1.30 (s. 3H). 1.02 (s. 3H); 
Anal, calcd for C27H 3 iN02«l/4H 2 0: C, 79.87; H, 7.82; N. 3.45. Found: C. 79.81; H. 
8.28; N, 3.39. 

Example 1 S4 

(-)(5S.3'S) 2.5-dihvdro-IO-methoxv-5-n-m ff thvi-^.cvcinhftY < »n v n-2.2.4.trimPthvi-m- 

nihenzonvrannn 4-flg,imn1^ r 
Example 152 was subjected to HPLC on an (R.R) WHELK-O 1 column eluting 
with 2% EtOH in hexanes to provide the desired compound. 
[a] D 20 -155.9° (c 0.85. CHCI3); 
MS (DCI/NH3) m/e 402 (M+H)+; 

*H NMR (300 MHz, DMSO-d 6 ) 5 8.02 (d, J=9 Hz. 1H). 7.06 (t, J=8 Hz, 1H). 6.68 (d. 
J=8 Hz. 1H). 6.64 (d. J=9 Hz. 1H). 6.57 (d. J=8 Hz, 1H), 6.20 (d. J=2 Hz. 1H), 5.49 
(d. J=10 Hz. 1H), 5.42 (br s. 1H). 4.83 (br s. 1H). 3.85 (s. 3H), 2.30-2.18 (ra. 1H). 
2.06 (s, 3H). 1.97-1.20 (m. 6H). 1.49 (s. 3H), 1.29 (s. 3H). 1.08 (s. 3H); 
Anal, calcd for C27H 3 iN02«l/4H 2 0: C. 79.87; H. 7.82; N, 3.45. Found: C. 79.80; H. 
8.15; N. 3.41. 

Examnle 

(-) (5S, 3'R) ^ . ^dihYdrO-IO-me-thoxv-S-fl-hvdrnrvmethvl-^-nvH n hexenvn^^ ^ 
trimethvl-lH-nihenynpvpinnr^a-flq^^^^ljnff 
Example 149 was subjected to HPLC on an (R.R) WHELK-O 1 column eluting 
with 6% EtOH in hexanes to provide the desired product 
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[a] D 2° -233.9° (c 1.27, CHC1 3 ); 
MS (DCI/NH3) m/e 418 (M+H) + ; 

1H NMR (300 MHz. DMSO-d 6 ) 8 8.05 (d. J=9 Hz, 1H). 7.08 (d. J=8 Hz. 1H). 6.68 (d. 
J=8 Hz. 1H). 6.63 (d. J=9 Hz. 1H), 6.61 (d. J=8 Hz. 1H). 6.23 (br s. 1H). 5.78 (br s. 
1H). 5.46 (br s. 1H). 5.37 (d. J=10 Hz. 1H), 4.65 (t, J=6 Hz, 1H). 3.86 (s, 3H), 3.76 
(m, 2H). 2.36-2.22 (m. 2H). 2.12 (s, 3H), 1.87-1.77 (m, 2H), 1.65-1.53 (m. 1H), 1.30 
(s, 3H), 1.27-0.92 (m, 2H), 1.02 (s, 3H). 

Example 156 

ft) (SR . 3'S) 2^-<1ihyrtrp-10-mpthoyv-5-(l-hvdmxvmethvi-^.ryr i ohex ft nvn-7 ^> a- 

trimethvl-1 H-nibenzonvrannf^ 4-flquiimlin* 
Example 149 was subjected to HPLC on an (R.R) WHELK-O 1 column eluting 
with 6% EtOH in hexanes to provide the desired product 
[otto 20 +234.6° (c 1. 10. CHCI3); 
MS (DCI/NH3) m/e 418 (M+H)+; 

»H NMR (300 MHz. DMSO-de) 5 8.05 (d. J=9 Hz, 1H). 7.07 (t, J=8 Hz. 1H). 6.68 (d, 
J=8 Hz, 1H), 6.63 (d, J=9 Hz, 1H). 6.61 (d, J=8 Hz. 1H), 6.22 (br s, 1H). 5.78 (br s, 
1H), 5.45 (br s, 1H). 5.37 (d, J=10 Hz. 1H). 4.63 (t. J=6 Hz. 1H). 3.86 (s. 3H), 3.78- 
3.73 (m. 2H). 2.36-2.22 (m. 2H). 2.12 (s. 3H). 1.87-1.77 (m, 2H), 1.65-1.52 (m. 1H), 
1.34-0.93 (m, 2H). 1.30 (s. 3H). 1.02 (s. 3H). 

Example LS7. 

(-H5S . 2.5-dihvdlT>-10-methnxv- < >-ri-mPthv1.^ . cvc1nhe X envn-2.2.4-trimPthv1-1H- 

rnhenynpvmnnf^^f lquinnlinf. 

Example 155 was processed as in Example 152 to provide the desired compound. 
MS (DCI/NH3) m/e (M+H) + 402; 

1H NMR (300 MHz. DMSO-de) 6 8.04 (d, J=8 Hz, 1H), 7.07 (t, J=8 Hz, 1H). 6.68 (d, 
J=8 Hz. 1H). 6.63 (d. J=8 Hz. 1H). 6.62 (d. J=8 Hz. 1H), 6.23 (br s, 1H), 5.55 (br s, 
1H). 5.45 (br s. 1H). 5.35 (d. J=10 Hz, 1H), 3.86 (s, 3H), 2.33-2.18 (m, 1H). 2.12 (s, 
3H), 1.95-1.45 (m. 4H). 1.61 (s. 3H). 1.34-0.88 (m, 2H). 1.30 (s, 3H). 1.02 (s. 3H); 
[a] D 2<> -224.1° (c 0.73, CHCI3); 

Anal, calcd for C27H 3 iN02*l/2H 2 0: C, 78.99; H. 7.86; N. 3.41. Found: C, 79.14; H, 
8.07; N. 3.03. 
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Examplp ISfi 

(tHSR . TS) 2. . V(1ihvf1rn-10-mpthoTv-5-fl- me thvi-^r y H» t i e xe n vn-7 o ^mpthvum. 

rilhenynpyrannp 4-n^ninnlinf; 

Example 156 was processed as in Example 152 to provide the desired compound 
MS (DCI/NH3) m/e 402 (M+H)+; 

»H NMR (300 MHz, DMSO-de) 5 8.04 (d, J=9 Hz, 1H), 7.07 (d, J=8 Hz, 1H). 6.67 (d, 
J=8 Hz, 1H), 6.63 (d, J=9 Hz, 1H), 6.59 (d, J=8 Hz, 1H), 6.22 (br s, 1H), 5.55 (ra, 1H) 
5.45 (br s, 1H). 5.35 (d. J=10 Hz, 1H), 3.86 (s, 3H), 2.27 (m, 1H), 2.12 (s, 3H), 1.94- 
1.05 (m. 6H), 1.61 (s, 3H), 1.30 (s. 3H), 1.02 (s, 3H). 

Examplp. ISO 

2.5-d i hYdro- 1 0-rmhPirv-5-( 1 -chloromethvl-^YHnf ^ nvn.7 ? ^methyl- 1 H- 

rnhenznpvrannp 4-flfwinnlinr 
Example 148 (0. 1 10 g, 0.264 mmol) was combined with methanesulfonyl chloride 
(49 nl, 0.632 mmol), (i-Pr)2NEt (53 nL, 0.695 mmol), Lithium chloride (1 1 mg, 0.264 
mmol) in 2 mL of THF containing 2 drops of DMF and the reaction mixture was stirred at 
room temperature for several hours. The reaction mixture was diluted with ethyl acetate and 
washed with saturated aqueous bicarbonate, brine, dried over MgS0 4 and purified by silica 
gel chromatography eluting with 20% ethyl acetate in hexane to give 106 mg (92%) of the 
desired compound as a foam. 
MS (DCI/NH3) m/e 436 (M+H) + ; 

1H NMR (300 MHz, DMSO-d 6 ) 8 8.03 (d, J=8 Hz, 1H). 7.08 (t, J=8 Hz, 1H). 6.66 (dd, 
J=8 Hz, 2H), 6.55 (d, J=8 Hz, 1H), 6.25 (br s, 1H), 5.53 (d, J=10 Hz, 1H). 5.39 (s, 
1H), 5.25 (s. 1H), 3.91 (s. 2H). 3.84 (s, 3H), 2.30 (m. 1H), 2.05 (s. 3H), 1.35-2.00 (m 
6H), 1.30 (s, 3H), 1.10 (s, 3H). 



Example 160 

rel(5R . 3/R) ? Vdihydro-lO-methoxv-S-fi.methnvv ^ ethvi^-rvrinhexenviv? .7 a. 

trimetfl vl- 1 H-r 1 Ihenznpvm nnr^ ^-nqnin^l jn^^ 
Example 148 was processed according to Example 152 using sodium methoxide 
instead of lithium triethylborohydride to give the desired compound. 
MS (DCI/NH3) m/e 432 (M+H)+; 

1H NMR (400 MHz, DMSO-d 6 ) 5 8.02 (d, J=9 Hz, 1H), 7.07 (t, J=8 Hz, 1H), 6.69 (d, 
J=9 Hz, 1H), 6.64 (d, J=9 Hz, 1H), 6.57 (d, J=9 Hz, 1H). 5.53 (d, J=10 Hz, 1H), 5.11 
(s, 1H). 3.85 (s. 3H), 3.58 (dd, J=12+32 Hz. 1H), 3.06 (s, 3H), 2.30 (br m, 1H). 2.07 
(s, 3H), 1.50-2.00 (br m, 4H), 1.35 (m, 1H). 1.30 (s, 3H), 1.10 (s, 3H); 
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13C NMR (100 MHz, DMSO-de) 5 156.2, 150.9. 145.0. 137.0, 133.7. 133.6. 130.4, 
128.1. 127.1, 127.1. 123.5. 117.9. 116.4, 113.5. 113.1. 110.1. 105.4. 105.3. 105.0. 
76.2. 75.4. 56.4. 55.6. 49.5. 36.9. 29.7, 23.4, 25.5, 25.3, 25.2, 24.2, 20.2. 

Example 161 

rel (5R. 3'R) 2.5-dihvdro-10-mffthnTv-5-ri-mPfhY U hinmRthvi-^-cvcinh CTP .nvn-7 o 4. 
trimethvl-1 H-rnhftnynp yrannr^ 4.f|qi,inr>^ n < . 
Example 148 was processed according to Example 152 using sodium thiomethoxide 
instead of lithium triethylborohydride to give the desired compound as a white foam. 
MS (DCI/NH3) m/e 448 (M+H) + ; 

1H NMR (300 MHz, DMSO-d 6 ) 5 8.02 (d. J=8 Hz, 1H), 7.08 ( t. J=8 Hz, 1H), 6.69 (d, 
J=8 Hz, 1H). 6.65 (d. J=9 Hz. 1H). 6.57 (d. J=9 Hz. 1H), 6.23 (s. 1H), 5.49 (d, J=10 
Hz. 1H), 5.40 (s, 1H), 5.00 (s, 1H), 3.86 (s, 2H), 2.30 (br m, 2H). 2.07 (s, 3H), 1.81 
(s, 3H). 1.40-1.78 (br m, 6H). 1.30 (s, 3H), 1.09 (s, 3H); 

"C NMR (100 MHz, DMSO-de) 8 156.2, 151.0, 145.0, 135.7, 133.8, 130.3. 128.2, 
127.1, 127.1, 123.5, 118.1, 116.5, 113.4, 113.1, 110.1, 105.3, 75.7, 55.5. 49.5, 40.8, 
37.5, 29.7, 27.3, 26.2. 25.7 (24.2), 20.6, 13.7. 

Example 162 

TCI (5R, 3\S) 2.5-dihvdrO-10-mftthoyv-5-ri- a ^t»»vmethvl-3-ryH n he Xft nviv.2.2 4- 
trimethvl- 1 H-MlhenrapyntnoR 4-flqninnlinP 
Example 149 (0.100 g, 0.239 mmol) was combined with acetic anhydride ( 27 jiL, 
0.288 mmol). DMAP (2 mg, catalytic), (i-PrhNEt (50 uL, 0.288 mmol) in 
dichloromethane (6 ml). The reaction mixture was stirred for 1 hour at room temperature, 
diluted with ethyl acetate and washed with saturated aqueous bicarbonate, brine, dried 
(MgS04)and purified by silica gel chromatography eluting with 20% ethyl acetate in hexane 
to give 89 mg (81%) of the desired compound as a white solid. « 
MS (DCI/NH3) m/e 460 (M+H) + ; 

*H NMR (300 MHz, DMSO-de) 6 8.05 (d, J=8 Hz, 1H), 7.08 (t, J=8 Hz, 1H), 6.68 (d, 
J=8 Hz, 1H), 6.64 (d, J=8 Hz, 1H). 6.62 (d, J=8 Hz, 1H), 6.23 (s. 1H). 5.82 (s, 1H). 
5.46 (s, 1H). 5.40 (d, J=10 Hz, 1H), 4.38 (s, 2H), 3.86 (s. 3H). 2.33 (br m. 1H), 2.12 
(s. 3H). 2.03 (s, 3H). 1.85 (br m, 2H). 1.60 (br m, 1H), 1.30 (s, 3H), 1.02-1.28 (br m, 
3H), 1.02 (s, 3H); 

Anal, calcd for C29H33NO4: C, 75.79; H, 7.24; N, 3.05. Found: C, 76.14; H. 7.47; N, 
3.02. 
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Examples lftt 

rel (SR. 3'R) 2 . 5-f1ihYf1ro-10-methoxv-'>-n- aC efnTv m ^ h vi^- {; v r inh < , ¥fn Y , v? ? 1 

tfimethvl- 1 H-mhftnynpvrnn nn^-flqninnli.^ 

Example 148 was processed as in Example 162 to provide the desired compound as 
a white solid. 

MS (DCI/NH3) m/e 460(M+H) + ; 

1H NMR (300 MHz, DMSO-de) 8 8.02 (d. J=8 Hz, 1H), 7.08 (t, J=8 Hz, 1H), 6.70 (d, 

J=8 Hz, 1H), 6.65 (d. J=8 Hz, 1H). 6.58 (d, J=8 Hz, 1H), 6.18 (s, 1H), 5.55 (d, J=10 

Hz, 1H), 5.39 (s, 1H), 5.16 (s, 1H), 4.22 (s, 2H), 3.85 (s, 3H), 2.40 (br, J=8 Hz 1H) 

2.06 (s, 3H), 1.96 (s. 3H), 1.32-1.95 (br m, 3H). 1.28 (s, 3H), 1.06 (s, 3H); 

Anal, calcd for C 2 9H 3 3N0 4 : C. 75.79; H, 7.24; N, 3.05. Found: C, 75.53; H. 7.32; N, 

2.84. 



Example 164 

rel (5R . 3'R) ? , 5-f1ihYdro-10-methnxv-5-ri-m ff thnv Ymr r hvi.^.nvHnh>.v gl1 Y | V7 ? 4. 

tnmethvl- 1 H-mhRnynpymn pn 4-f]q..^ n|j np 

Example 149 was processed according to Example 152 using sodium methoxide 
instead of lithium triethylborohydride to give the desired compound as a white foam 
MS (DCI/NH3) m/e 432 (M+H) + ; 

*H NMR (300 MHz, DMSO-dg) 8 8.05 (d, J=9 Hz, 1H), 7.07 (t, J=8 Hz, 1H), 6.67 (d, 
J=8 Hz, 1H), 6.64 (d, J=8 Hz, 1H), 6.60 (d, J=8 Hz. 1H), 6.59 (d. J=8 Hz, 1H), 6.20 (s, 
1H), 5.78 (s, 1H), 5.45 (s. 1H), 5.39 (d, J=10 Hz, 1H), 3.70 (s, 2H), 3.14 (s, 3H), 2.30 
(br m, 1H), 2.12 (s, 3H), 1.81 (br m, 2H), 1.60 (br m, 1H), 1.30 (s, 3H), 1.15 (br m, 
2H), 1.02 (s, 3H); 

Anal, calcd for C28H33NO3 I/4H2O: C, 77.12; H. 7.74; N, 3.21. Found: C, 77 17- H 
7.55; N, 3.15. 

Example TfiS 

rel (SR . TR) ?.5-dihvdro-10-methoxv-5.ri-rN N-dim < .rh Y | n m i p 0 ) methv1 .^ vr , r>h rvfnY|V 

2.2.4-trimet hvl- 1 H-f 1 lhffnznnvmnnn . Lflquinnlin* 
Example 148 was processed according to Example 152 using dimethylamine instead 
of lithium triethylborohydride to give the desired compound as a white foam. 
MS (DCI/NH3) m/e 445 (M+Hf; 

lH NMR (300 MHz, DMSO-d 6 ) 8 8.01 (d, J=8 Hz, 1H), 7.07 (t, J=8 Hz, 1H), 6.69 (d, 
J=8 Hz, 1H), 6.64 (d, J=8 Hz, 1H). 6.57 (d, J=8 Hz, 1H), 6.22 (s, 1H), 5.50 (d, J=lo' 
Hz, 1H), 5.39 (s. 1H), 5.03 (s, 1H), 3.85 (s. 3H), 2.62 (d, J=ll Hz, 1H), 2.50 (d. J=ll 
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Hz. 1H), 2.25 (br s, 1H), 2.06 (s, 6H), 1.98 (s. 3H). 1.40-1.95 (br m. 6H). 1 30 (s 3H) 
1.25 (brm, 1H). 1.11 (s, 3H); 

Anal, calcd for C 2 9H36N202-3/4H20: C, 76.03; H. 8.25; N, 6.11. Found: C 75 90- H 
7.81; N, 5.90. * ' 

5 

Example Irtfi 

rel (SR . 3'S) 2 , Vriihyriro-IO-mr fhoTV-5-f l-methvlminmethvi-WHnh e xftnv n.?, .? a. 
trimethvl- 1 H-mhenrnpY^non ^flaiunfllinfi 
Example 149 was processed according to Example 152 using sodium thiomethoxide 
10 instead of lithium triethylborohydride to give the desired compound as a white foam. 
MS (DCI/NH3) m/e 448 (M+H) + ; 

1H NMR (300 MHz, DMSO-de) 5 8.05 (d. J=9 Hz, 1H), 7.07 (t, J=8 Hz, 1H), 6.68 (d, 
J=8 Hz, 1H), 6.63 (d. J=8 Hz, 1H), 6.61 (d, J=8 Hz, 1H), 6.24 (s, 1H), 5.71 (s, 1H), 
5.46 (s, 1H), 5.39 (d, J=10 Hz. 1H), 3.86 (s, 3H), 3.02 (s, 2H), 2.17-2.41 (br m, 2H), 
2.11 (s, 3H), 1.91-2.10 (br m, 2H), 1.88 (s, 3H), 1.30 (s, 3H), 1.25 (s, 3H), 1.05-1.25 
(br m, 3H), 1.02 (s, 3H); 

Anal, calcd for C 2 sH 33 U0 2 S- 1/2H 2 0: C, 73.65; H, 7.50; N, 3.07. Found: C, 73.37; H. 
7.46; N, 2.97. 



15 



20 Example 167 

rel (5R . 3'R) 2 , Vf1ihydrQ-10-mr-t>ioxY-5-(l-fN-mnmhoiinn^m P thvi -3.cv C inh ffy pnvn.7 0 a. 

trimethvl- 1 H-M Ihenrnnvrannn d-flqHin^fTlf 
Example 148 was processed according to Example 152 using morpholine instead of 
lithium triethylborohydride to give the desired compound as a white foam. 
25 MS (DCI/NH3) m/e 487 (M+H) + ; 

»H NMR (300 MHz, DMSO-de) 5 8.01 (d. J=9 Hz, 1H), 7.07 (t, J=8 Hz, 1H), 6.68 (d, 
J=8 Hz, 1H), 6.65 (d, J=8 Hz, 1H), 6.56 (d, J=8 Hz. 1H), 6.22 (s, 1H), 5.49 (d, J=ll 
Hz, 1H). 5.41 (s, 1H), 5.04 (s, 1H), 3.85 (s. 3H), 3.52 (br s, 3H). 2.68 (d, J=12 Hz, 
1H), 2.56 (d. J=12 Hz, 1H), 2.25 (br s, 1H), 2.15 (br s, 2H), 2.05 (s, 3H), 1.40-2.00 (br 
30 m, 6H), 1.32 (s, 3H), 1.20-1.28 (br m, 6H). 1.17 (s, 3H); 

Anal, calcd for C31H38N2O3: C. 76.51; H, 7.87; N, 5.76. Found: C, 76.24; H, 8.05; N 
5.52. 
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Example Ififi 

rel (SR. 3'R) 2.^dihYdro-1fVmr.thoxv-5-f 1-n^-m ft thvi.M-m^ti, v i« i u if nnv i am;nnWthrl .,. 
CYC I nhexsnvl V? 2.4-trimethvi- 1 H-r 1 ih ff n 7 np y r a n on.4.n T nnni^ r 

Example 170 (0.80 g, 0.186 mmol) was combined with methanesulfonyl chloride 
(15 nL, 0. 195 mmol), (i-Pr) 2 NEt (48 nl, 0.279 mmol) and THF at 0 o C for 1.5 hours. 
The product was added direcdy to a silica gel plug and eluted with hexane then 40% ethyl 
acetate in hexane to give 88 mg (93%) of the desired compound as a white solid. 
MS (DCI/NH3) m/e 509 (M+Hf; 

1H NMR (300 MHz, DMSO-dfi) 8 8.02 (d. J=9 Hz, 1H), 7.08 (t, J=8 Hz, 1H), 6.69 (d, 
J=8 Hz, 1H). 6.65 (d. J=9 Hz, 1H), 6.58 (d, J=9 Hz, 1H), 6.20 (s. 1H), 5.53 (d, J=5 Hz, 
1H). 5.41 (s, 1H), 5.11 (s, 1H), 3.85 (s, 3H), 3.46 (d, J=13 Hz. 1H), 3.24 (d, J=13 Hz, 
1H), 2.82 (s, 3H), 2.53 (s, 3H), 2.30 (br, 1H), 2.08 (s, 2H), 1.5-2.0 (br m, 6H), 1.35 (br 
ra, 1H), 1.30 (s, 3H), 1.25 (m, 1H), 1.11 (s, 3H); 

Anal, calcd for C29H36N2O4S: C, 68.47; H, 7.13; N, 5.51. Found: C, 68.20; H. 7.09; N 
5.36. 



Example Iffl 

Tel (5R . 3»S) 2 . 5-dihvrirO-IO-methoyy-S-n-fN.N HimPthvl aminoWthvl-^vrlnh^nvIl 
2.2,4-trimethvl- 1 H-f 1 ltenrnp yrannn 4-f|q»innlj nff 
Example 149 was processed according to Example 152 using dimethylamine instead 
of hthium triethylborohydride to give the desired compound as a white foam. 
MS (DCI/NH3) m/e 445 (M+H) + ; 

1H NMR (300 MHz, DMSO-aV,) 5 8.05 (d, J=9 Hz, 1H), 7.05 (t. J=8 Hz, 1H). 6.67 (d, 
J=8 Hz. 1H), 6.63 (d. J=8 Hz, 1H). 6.60 (d. J=8 Hz. 1H), 6.213 (s, 1H), 5.69 (s, 1H), 
5.46 (s, 1H), 5.42 (d, J=10 Hz. 1H), 3.86 (s. 3H). 2.70 (br, 1H). 2.30 (br m. 1H), 2.11 
(s, 3H). 2.05 (br, 4H), 1.85 (br, 2H), 1.56 (m. 1H). 1.30 (s. 3H), 1.10-1.25 (m. 3H), 
1.02 (s, 3H); 

Anal, calcd for C29H36N2O2 I/2H2O: C, 76.79; H. 8.22; N, 6.18. Found: C. 76.49; H, 
8.23; N, 5.95. 

Example 170 

rel (SR. 3'R) 2 ^-dihvdrO-lO-methnxv-S-ri-fN.mPthvlnminn^ pthvl-^-cvHnhftypnyl)- 
2.2.4-trimethvl- 1 H-f 1 1henzopvr,-in or3.4-flqninn1ii 1f r 
Example 148 was processed according to Example 152 using methylamine instead 
of lithium triethylborohydride to give the desired compound as a white foam. 
MS (DCI/NH3) m/e 431 (M+H) + ; 
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1H NMR (300 MHz, DMSO-dg) 5 8.00 (d. J=8 Hz, 1H), 7.05 (t, J=8 Hz, 1H), 6.68 (d, 
J=7 Hz, 1H), 6.63 (d, J=7 Hz, 1H). 6.57 (d. J=7 Hz, 1H), 6.22 (s. 1H), 5.76 (s. 1H), 
5.53 (d, J=10 Hz, 1H), 5.41 (s, 1H), 5.14 (br s. 1H), 3.85 (s, 3H). 3.02 (s, 2H), 2.30 (br 
m, 1H), 2.22 (s, 3H), 2.07 (s. 3H). 1.74 (br m, 2H). 1.80-1.4 (br m, 4H), 1.30 (s, 3H), 
1.25 (s, 1H), 1.10 (s, 3H); 

Anal, calcd for C28H33N2O2I.25H2O: C. 74.22; H, 8.12; N, 6.18. Found: C, 74.05; H, 
7.81; N, 6.00. 

Example 171 

2.5-dihvdro-10-methoxv-S-f2-mefhvl-Vpmp.M^ 

flquinoline 

A solution of Example 147 (51 mg, 0.12 mraol) and tetramethyltin (66.5 0.048 
mmol) in 1ml HMPA was degassed with N2 for 20 minutes. 

Dichlorobis(triphenylphosphine)palladiumar) (9.8 mg, 0.012 mmol) was added and the 
reaction mix was heated at 85°C for 60 hours, cooled to room temperature, and stirred 
vigorously with 30 ml of ethyl acetate and 30 ml of saturated KF aqueous solution for 3 
hours. The mixture was then filtered through a plug of celite and the layers were separated. 
The organic layer was washed with water, brine and dried (Na2S04). Concentration 
followed by silica gel chromatography (15% ethyl acetate/hexanes) provided the desired 
compound. 7 
MS (DCI/NH3) m/z 362 (M+H)+; 

1H NMR (300 MHz, DMSO-de) 5 7.94 (d, 1H), 7.05 ( t, 1H), 6.68 (d, 1H), 6.58 (d, 1H). 
6.42 (d, 1H), 6.12 (d, 1H). 5.91 (dd, 1H). 5.44 (s, 1H), 4.77 (s. 1H), 4.54 (s, 1H). 3.87 
(s, 3H), 2.43 (m, 1H), 2.20 (s, 3H), 2.09 (m, 1H), 1.74 (s, 3H). 1.16 (s, 3H). 
HRMS calcd m/z for C24H27NO2: 361.2042. Found: 361.2047. 

Example 172 

2.5-dihYdrO- 10-methoxv-5-f 1 .3-hutadien-2-vn-2.2 4-tri m ethvl-l H-r 1 lhenzopvrannn.4- 

flquinoline 

Example 147 and tributyl(vinyl)tin were processed as in the previous example to 
give the desired compound. 
MS (DCI/NH3) m/z 374 (M+H)+; 

1H NMR (300 MHz, DMSO-d 6 ) 8 8.00 (d, 1H), 7.05 ( t, 1H), 6.70 (dd. 1H), 6.60 (d, 
1H), 6.47 (dd, 1H), 6.36 (dd, 1H), 6.18 (d, 1H), 5.95 (dd, 1H). 5.43 (s, 1H), 5.16 (s, 
1H), 5.12 (s, 1H), 5.05 (d, 1H), 5.00 (d. 1H), 3.87 (s. 3H), 2.55 (dd, 1H), 2.22 (dd, 
1H), 2.10 (s, 3H), 1.20 (s, 3H), 1.12 (s. 3H). 
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Example 17T[ 

mbenmnvranon 4-flqninnlin ff 
A mixture of Example 147 (64 rag, 0.15 mmol), 
bis(triphenylphosphine)dicaroonylnickel (144 mg, 0.225 mmol) and triethylamine (42uL, 
0.30 mmol) in 5 mL of MeOH was refluxed for 16 hours, cooled, and partitioned between 
ethyl acetate and water. The organic layer was washed with brine, dried (Na2SC>4) and 
concentrated. The residue was purified by flash silica gel chromatography (15% ethyl 
acetate/hexanes) to give the desired compound. 
MS (DCI/NH3) m/z 406 (M+H)+; 

1H NMR (300 MHz, DMSO-de) 8 8.01 (d, 1H), 7.06 ( t, 1H). 6.70 (dd, 1H). 6.60 (d, 
1H), 6.41 (dd, 1H), 6.12 (dd, 1H), 6.01 (dd, 1H), 5.43 (s. 1H), 5.36 (s, 1H), 3.87 (s, 
3H), 3.68 (s, 3H), 2.60 (dd, 1H), 2.43 (dd, 1H), 2.21 (s. 3H), 1.20 (s, 3H), 1.12 (s, 
3H); 

Anal, calcd for C25H27NO4: C, 74.05; H, 6.71; N, 3.45. Found: C, 73.81; H, 6.61; N, 
3.38. 

Example 174 

2 . 5-dihYdrO-10-methoxv-5-fl.2-dihvdrnyv-^- n mpvn-2.2 4-trimethvl-1H- 
mbenzonvranon 4-flqiiinn1ini» 
_ A solution of Example 2 (50 mg, 0. 144 mmol) in pyridine (3 mL) at 0 °C was 
treated with Os0 4 (370 uL, 0.144 mmol), stirred at ambient temperature for 48 hours, 
treated with saturated aqueous sodium bisulfite (3 mL), stirred for 4 hours and filtered 
through Celite. The Celite plug was washed repeatedly with EtOAc. The organic filtrate 
was washed with water, brine, dried (Na2S0 4 ) and concentrated. The residue was 
purified by flash silica gel chromatography (95:5 methylene chloride/methanol) to give the 
desired compound as an inseparable mixture of two diastereomers (2:1). 
MS (DCI/NH3) m/z 382 (M+H)+; 
l H NMR (300 MHz, DMSO-de); 

Major diastereomer: 5 7.94 (d, 1H), 7.05 (t. 1H), 6.67 (d, 1H), 6.57 (d, 1H), 6.53 (d, 
1H), 6.13-6.05 (m, 2H), 5.42 (s, 1H), 4.80 (d, 1H), 4.38 (t, 1H), 3.85 (s, 3H), 3.65 
(bm, 1H). 3.19-3.00 (m, 2H), 2.21 (s. 3H), 1.83 (m, 2H), 1.19 (s, 3H). 1.11 (s. 3H); 
Minor diastereomer: 5 7.96 (d, 1H), 7.07 (t, 1H), 6.68 (d, 1H), 6.58 (d, 1H), 6.55 (d, 
1H), 6.13 (s, 1H). 5.97 (dd, 1H), 5.42 (s, 1H), 4.50 (t, 1H), 4.45 (d, 1H), 3.85 (s, 3H), 
3.45-3.30 (m. 3H), 2.23 (s, 3H), 1.80-1.58 (m, 2H), 1.21 (s, 3H), 1.09 (s. 3H); 
Anal, calcd for C23H 27 NO 4 -0.35 H 2 0: C.71.24; H, 7.20; N, 3.61. Found: C. 71.24; H, 
7.28; N, 3.49. 
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Example 

2 . 5-dihY<lro-10-mrthox Y .i-n 2^ ms= 2=smisaxD=2 ? -1 trim r th v l IT T 
r i lbenzonvrannn 4-n T iinnlinr 

mmoD iTTZ fE T Pl : (5 ° ^ 013 mm0l) ' ^-^osphine (38 mg, 0.14 
mmol). dtethyl azodicarboxylate (25 mg. 0. 14 mmol) and 3 angstrom molecular sieves (50 
mg) m benzene (5 mL) was refluxed for 48 hours, cooled and partitioned between EtOAc 
and water. The organic layer was washed with water, brine, dried (Na 2 S0 4 ) and 
concentrated. The residue was purified by flash silica gel chromatography (8 2 
10 hexane/EtOAc) to give the desired compound as an inseparable mixture of two 
diastereomers (1.3:1). 
MS (DCI/NH3) m/z 364 (M+H)+; 
*H NMR (300 MHz, DMSO-dg); 

Major diastereomer: 6 7.93 (d. 1H). 7.09 (t, 1H), 6.72 (d. 1H). 6.60 (d. 1H), 6.58 (d. 
15 1H), 6.14 (s 1H), 5.95 (m, 1H). 5.44 (s, 1H). 3.85 (s. 3H). 3.04 (m. 1H) 2 72 (dd 1H) 
235 (dd, 1H). 2.17 (s. 3H). 2.05-1.35 (m, 2H). 1.16 (s. 3H), 1.14 (s, 3H* ' 
Minor diastereomer: 5 7.95 (d. 1H). 7.08 (t. 1H), 6.71 (d. 1H). 6.59 (d. 1H). 6.57 (d. 

2 » L 15 r?n 5 f £ 1H) ' 5 (S ' 1H) ' 3 85 (S ' 3H) ' 2 90 (m ' 1H >' ™ (dd. 1H). 
2.28 (m. 1H). 2.17 (s. 3H), 2.05-1.58 (m, 2H). 1.17 (s. 3H), 1.13 (s, 3H)- 

20 HRMS calcd m/z for C23H35NO3: 363.1834. Found: 363.1846. 

Example 17* 

2.5-dihYflro-lO-rnfthoxy ^n-rN-Phthn1irnirfn^. P rn ryn _ ? ? ^nmsifay] m 
nibenzonvninnrT4-nq M i nn || nr 
25 Example 69 (250 mg. 0.68 mmol). phthalimide (103 mg. 0.7 mmol) 

tnptenylphosphine (184 mg. 0.7 mmol) and diethyl azodicarboxylate (1 10 uL, 0 7 mmol) 
in THE (15 mL) was stirred for 24 hours and partitioned between EtOAc and water The 
organic layer was washed with water, brine, dried (Na 2 S0 4 ) and concentrated. The 
residue was purified by flash silica gel chromatography (3:1 hexane/EtOAc) to give the 
30 desired compound. 

MS (DCI/NH3) m/z 495 (M+H)+; 

»H NMR (300 MHz, DMSO-d 6 ) 8 7.88 (d, 1H). 7.81 (s, 4H). 6.82 (, 1H), 6.58 (d. 1H) 

(t. 2H). 2.16 (s. 3H). 1.75-1.40 (bm. 4H). 1.22 (s. 3H). 1.16 (s. 3H)- 
35 HRMS calcd m/z for C31H3ON2O4: 494.2206. Found: 494.2198. 
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Example 177 

2.5^ihYdrn-10-methoxv-5-ri-nminn-l-nrnpv1V^ .2.4-trimethvl.lH-rnhftnyonvranon.4- 

flquinoline 

Example 176 (1 18 mg, 0.24 mmol) was treated with hydrazine (12.8 mg, 0.4 
mmol) in re fluxing ethanol (8 mL) for 16 hours, cooled and filtered to remove a solid. The 
filtrate was concentrated and purified by flash silica gel chromatography (9.5:0.5 methylene 
chloride/methanol) to give the desired compound. 
MS (DCI/NH3) m/z 365 (M+H)+; 

1H NMR (300 MHz, DMSO-dg) 6 7.94 (d, 1H), 7.05 (t, 1H), 6.68 (d, 1H), 6.57 (d, 1H), 
6.54(d, 1H), 6.08 (s, 1H), 5.66 (dd, 1H), 5.43 (s. 1H), 3.85 (s, 3H), 2.43 (t, 2H), 2.17 
(s, 3H), 1.80-1.22 (m, 4H), 1.16 (s, 3H), 1.15 (s, 3H); 

Anal, calcd for C23H28N2O2 • 0.30 H 2 0: C.74.69; H. 7.79; N, 7.57. Found: C, 74.50; 
H, 7.78; N, 7.31. 

Example 178 

2 . 5-d i hYdro-lO-methOXV-5-fl-aivdra7inocarhonvlaminoV3-nmpvl V 2.2.4-tri m( >thvl-1H- 

rnt>enzopvranoH.4-flquino1ine 
Example 177 (65 mg, 0.178 mmol) was treated with triphosgene (19 mg, 0.0646 
mmol) and triethylamine (50 uL, 0.36 mmol) in refluxing THF (6 mL) for 3 hours, cooled 
and concentrated to give the crude isocyanate. 

The crude isocyanate (0.089 mmol) in THF (10 mL) was treated with hydrazine (4.5 
mmol), stirred for 2 hours under nitrogen, concentrated and the resulting residue was 
purified by flash silica gel chromatography( 9:1 dichloromethane / methanol) to give the 
desired compound. 
MS (DCI/NH3) m/z 423 (M+H)+; 

*H NMR (300 MHz, DMSO-de) 8 7.94 (d, 1H), 7.06 (t, 1H), 6.79 (bs, 1H), 6.68 (dd, 
1H), 6.57 (d, 1H), 6.54 (dd. 1H), 6.22 (bt, 1H), 6.10 (d, 1H), 5.63 (dd, 1H), 5.44 (s, 
1H), 3.96 (bs, 2H). 3.85 (s, 3H), 2.92 (m, 2H), 2.15 (s. 3H), 1.58-1.20 (m, 4H), 1.16 
(s, 3H), 1.15 (s, 3H); 

HRMS (M+H)+ calcd m/z for C24H3ON4O3: 423.2396 . Found: 423.2413. 

Example 179 

(E) 2.5-dihYdrO- 1 0-methoxv-5-f2-rnrhomethoxv. 1 -e r henvl'>-2.2-4-trimflthvl-l H- 

mhen7:opvranon.4-flqiiinn1inft 
Example 44 (0.087 g, 0.26 mmol) was dissolved in CH2CI2 (10ml), cooled to-23 
°C, treated dropwise with 0.52 ml 1M Dibal-H / heptane solution (0.52 mmol) and stirred 
for 1 h. The reaction mixture was poured into 30 ml 0.5 M HC1, stirred 30 min, extracted 
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with ethyl acetate, the combined organic* washed with brine and dried (Na 2 SQ4) to give the 
intermediate aldehyde as a yellow foam. 

The resulting yellow foam was dissolved in THF (8 ml), cooled to 0 °C. treated with 
methyl (triphenylphosphoranylidene)acetate (0.130 g, 0.39 mmol), stirred overnight at 
5 room temperature and then at 45 °C for 1 hour. The reaction mixture was allowed to cool, 
diluted with saturated aqueous NH4CI, extracted with ethyl acetate, and the combined 
organics washed with brine and dried (MgS0 4 ). The resulting residue was purified by 
column chromatography on silica gel eluting with 90:10-hexane:ethyl acetate to give 0.043 g 
(42%) the desired compound as a yellow foam. 

10 MS (DCI/NH3) m/e 392 (M+H) + ; 

1H NMR (300 MHz, DMSO-dfi) 5 7.99 (d, J=9 Hz, 1H), 7.05 (t, J=8 Hz, 1H), 6.86 (dd, 
J=4. 16 Hz, 1H), 6.69 (d, J=7 Hz, 1H), 6.67 (d, J=9 Hz, 1H), 6.61 (d. J=8 Hz, 1H), 
6.41 (dd, J=2, 4 Hz, 1H), 6.26 (d, J=2 Hz, 1H), 5.63 (dd, J=2, 16 Hz, 1H), 5.45 (br s 
1H), 3.84 (s, 3H). 3.56 (s. 3H), 2.08 (s, 3H), 1.19 (s. 3H), 1.15 (s, 3H)- 

15 13C NMR (100 MHz, DMSO-d 6 ) 5 165.19, 156.18, 151.64, 146.45, 145.59, 133.53, 
128.39. 127.17, 123.57. 117.17, 116.54, 113.85, 109.82, 105.78, 71.93, 55.80. 55 59 
51.57. 49.75. 29.56, 29.15. 28.70. 23.45; 

Anal, calcd for C 2 4H25N04«1/4H 2 0: C. 72.80; H, 6.49; N, 3.54. Found: C. 73 00- H 
6.56; N, 3.34. 

20 

Example ISQ 

(Z)-2 . 5-dihY{1rO-10-methQXV-5-n-nmnPnvn-? 7 ^ trimBthvl-IW-rilh^anpyriinnre A. 

flauinnline 

The intermediate aldehyde from Example 179 and ethyltriphenylphosphonium iodide 
25 were processed according to Example 187 to provide the desired compound. 
MS (DCI/NH3) m/e 348 (M+Hf; 

1H NMR (300 MHz, DMSO-d 6 ) 8 7.90 (d, J=8 Hz, 1H). 6.97 (t, J=6 Hz, 1H), 6.67 (d, 
J=8 Hz, 1H), 6.52 (d, J=8 Hz, 1H). 6.48 (d. J=12 Hz. 1H). 6.26 (d, J=7 Hz, 1H), 6.10 
(s. 1H). 5.59 (m. 1H). 5.41 (s, 2H), 3.83 (s, 3H). 2.08 (s. 3H). 1.79 (d, J=7 Hz, 3H), 
1.23 (s, 3H). 1.11 (s, 3H); 

13C NMR (125 MHz. DMSO-de) 5 156.1, 152.4. 145.4. 132.4, 131.0, 130.2. 127.7, 
127.2, 127.0, 126.7. 116.9. 116.4, 113.7. 113.0. 109.9. 105.4. 69.4. 55.6. 49.7, 29.6, 
28.3. 23.0. 13.8; 

Anal, calcd for C23H25O2N.I.OH2O: C, 75.59; H. 7.45; N. 3.83. Found: C, 75.53; H. 
7.20; N. 3.62. 



-154- 



WO 99/41256 



PCT/US99/03127 



Examplf! 1ft] 

(E) 2 .. < ?-(lihYttro-10-mprhoYv-5-n-hvrim y v.i. pr p n< , n vn^ ? 4.,nm«hvi.m. 
fllbenzonvrnnon^-nqiiin^jinp 
5 A 20 ml ethereal suspension of UAIH4 (0.200 g, 5. 17 mmol) was treated dropwise 

at room temperature with a 15 ml ethereal solution of AICI3 (0.230 g, 1.72 mmol), stirred 
for 15 minutes and treated dropwise with a 20 ml ethereal solution of Example 179. After 
stirring 1 hour at room temperature, 2 ml H 2 0 was carefully added followed by the 
dropwise addition of 15 % NaOH until a white paste deposited on the bottom of the vessel. 
10 The ether solution was decanted, the paste washed several times with ether and the 

combined organics washed with brine and dried (MgS0 4 ). The residue was purified by 
column chromatography on silica gel eluting with 25% then 33% ethyl acetate in hexanes to 
give 0.195 g (78%) of the desired compound as a colorless foam. 

*H NMR (300 MHz, DMSO-cfc) 8 7.95 (d, J=8 Hz, 1H). 7.01 (t, J=8 Hz, 1H), 6.64 (d, 
15 J=9 Hz, 1H), 6.61 (d, J=9 Hz, 1H), 6.52 (d, J=8 Hz, 1H), 6.18 (br d, J=4 Hz, 1H), 6.08 
(s, 1H), 5.73-5.66 (m, 1H), 5.51 (5.43, J=m Hz, 1H), 5.41 (s, 1H), 4.65 (t, J=5 Hz, 
1H), 3.83 (s, 3H), 3.77 (t, J=5 Hz, 2H). 2.12 (s, 3H), 1.19 (s, 3H), 1.13 (s, 3H); 
MS (FAB) m/e calcd for C23H25NO3: 363.183. Found 363.1839. 

Example 182 

f^2^-dihvdrO-10-methoxv-5-n-rNN.riim P fhvl a minnr a ^ P nv1r.xvV1.pronenv1V2.2.A- 
uimethv1-1H-mbenzonvrannr^4-flqninnli nf » 
Example 181 (0.035 g, 0.096 mmol) was dissoved in DMF (5 ml), treated with 
NaH (0.012 g 60% dispersion in oil, 0.289 mmol) at room temperature, stirred for 10 
minutes, treated dropwise with N,N-dimethylcarbamoyl chloride (44^1, 0.481 mmol) and 
stirred for 30 minutes. The reaction mixture was diluted with 10 ml saturated aqueous 
NH4CI, extracted with ethyl acetate, the organic layers washed with H 2 0, brine, dried 
(MgS04). concentrated, and purified by silica gel chromatography eluting with 25% then 
33% ethyl acetate in hexanes to give 0.033 g (79%) of the desired compound as a colorless 
foam. : 

MS (DCI/NH3) m/e 509 (M+H)*; 

»H NMR (300 MHz, DMSO-d 6 ) 5 7.94 (d, J=9 Hz, 1H), 7.02 (t, J=8 Hz, 1H), 6.66 (d, 
J=8 Hz. 1H), 6.63 (d, J=9 Hz, 1H), 6.53 (d, J=8 Hz, 1H), 6.17 (m, 2H), 5.82 (dd. J=16, 
4 Hz, 1H), 5.49-5.42 (m. 1H), 5.42 (s, 1H), 4.31 (d, J=6 Hz, 2H), 3.82 (s, 3H), 2.71 
(m, 6H), 2.09 (s, 3H), 1.20 (s. 3H), 1.12 (s. 3H); 
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13 C NMR (100 MHz, DMSO-d 6 ) 8 156.1, 155.1, 151.8, 145.4. 133.0. 131.5, 130.0, 
129.8, 127.6, 127.0. 126.8, 117.3. 116.9, 113.7, 113.5, 110.0. 105.6. 72.9, 63.8. 55 7 
55.6. 49.7, 29.3. 28.5, 28.4, 23.3; 

MS(FAB)m/<? calcd for C26H30N2O4: 434.2206. Found 434.2209. 

5 

Example 181 

(E) 2 . 5-dihydrn-IO-mffthnyv-^f 3-methoxvniethnTv.i -pm p envn-2 7 4-tnmethvi-i h- 

nihenzonvrannr^ 4-ffgnfnoljnr 
Example 181 ( 0.026 g, 0.072 mmol) was dissolved in dichloroethane (5 ml), 
10 cooled to 0 °C, treated with (i-Pr^NEt (62 & 0.358 mmol) followed by chloromethyl 

methyl ether (16 jil. 0.215 mmol) the bath removed and the mixture heated to 55 °C for 14 
hours. The mixutre was partitioned between ethyl acetate and saturated aqueous NH4CI, the 
organic layer washed with brine, dried (MgS0 4 ) and purified by silica gel chromatography 
eluting with 10 % ethyl acetate in hexanes to give 0.012 g (41%) of the desired compound 
IS as an amber oil. 

*H NMR (300 MHz, DMSO-de) 8 7.94 (d, J=8 Hz. 1H), 7.02 (t, J=8 Hz, 1H), 6.66 (d, 
J=9 Hz, 1H), 6.63 (d, J=9 Hz, 1H), 6.53 (d, J=8 Hz, 1H), 6.19 (br d, J=3 Hz, 1H), 6.14 
(d, J=2 Hz, 1H). 5.78 (dd, J=16. 4 Hz. 1H), 5.42 (s, 1H), 4.31 (ABq, J=8. 6 Hz, 2H). 
3.84 (m, 2H), 3.82 (s. 3H), 3.09 (s, 3H), 2.1 1 (s, 3H), 1.20 (s, 3H), 1.13 (s, 3H); 
20 MS (FAB) m/e calcd for C25H29NO4: 407.2097. Found 407.2090. 

Example; 184 

2 . 5-dihvdm-10-methoxv-^-(3-hvdroxv-3-nmn«.nvn-7 9 ,4-trim e thvi-iH- 
fllbenzonvranor3.4-flfiiiinn1in^ 
25 Example 44 (0.58 g, 1.74 mmol) was dissolved in CH2CI2 (40 ml), cooled to-45 

°C, treated dropwise with 2.09 ml 1M Dibal-H / heptane solution (2.09 mmol) and stirred 
for 1 h. The reaction mixture was poured into 75 ml 0.5 M HC1. stirred 30 min, extracted 
with ethyl acetate, the combined organics washed with brine, dried (Na2S0 4 ) and 
concentrated to give 0.55 g crude aldehyde as a yellow foam. 
30 The resulting aldehyde (0.048 g, 0. 143 mmol) was dissolved in THF (5 ml) cooled to 0 °C, 
and treated slowly with vinylmagnesium bromide (0.72 ml 1M/THF, 0.72 mmol). After 
stirring 15 minutes, the mixture was partitioned between ethyl acetate and brine, the aqueous 
layer extracted with ethyl acetate and combined organics washed with brine, dried 
(Na 2 S04), concentrated and purified by silica gel chromatography eluting with 20 % ethyl 
acetate in hexanes to give the desired compound (0.027 g, 53%) as an inseparable 1 : 1 
mixture of diastereomers. 
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MAJOR 

»H NMR (300 MHz, DMSO-de) 8 7.97 (d, J=8 Hz, 1H), 7.04 (t. J=8 Hz, 1H), 6.68 (d. 
J=8 Hz, 1H). 6.59 (d, J=8 Hz. 1H), 6.48 (d, J=8 Hz, 1H). 6.03 (br s. 1H), 5.61 (s. 1H), 
5.46 (m, 1H), 5.36 (m, 1H), 4.97-5.10 (m, 1H), 4.87 (m, 1H). 3.94 (m. 1H), 3.85 (s, 
3H), 2.19 (s, 3H), 1.23 (s, 3H), 1.10 (s, 3H); 
MINOR: 

MS (DCI/NH3) m/e 364 (M+H) + ; 

*H NMR (300 MHz, DMSO-dfi) 5 8.02 (d, J=8 Hz. 1H). 7.07 (t, J=8 Hz, 1H), 6.68 (d, 
J=8 Hz, 1H), 6.62 (d, J=8 Hz, 1H), 6.61 (d, J=8 Hz, 1H), 6.16 (br s, 1H), 5.95 (m, 1H), 
5.58 (s, 1H), 5.41 (s. 1H). 4.97-5.10 (ra, 2H), 3.94 (m, 1H), 3.85 (s, 3H), 2.11 (s. 3H), 
1.27 (s, 3H), 1.01 (s, 3H); MS (DCI/NH3) m/e (M+H)+ 364; Anal, calcd for 
C 2 3H25N03-3/4H 2 0: C, 73.29; H, 7.09; N, 3.72. Found: C, 73.67; H. 6.80; N, 3.81. 

Example 1 85 

methvl 2-(2.5-dihvdm-10-msthoxv-? ? 4-trim e thvi-m-mh P n 7 n r v n n on.4-n 1 ninoiin.s. 

vl) acetyl hvdroxnmatfi 
Example 46 ( 0. 150 g, 0.395 mraol) was added dropwise to a solution of N.O- 
dimethylhydroxylamine hydrochloride ( 0.192 g, 1.98 mraol) and trimethylaluminium ( 1.0 
mL, 2.0 mmoland the resulting mixture heated at 40 °C for 2 hours, quenched with 
methanol and partitioned between methylene chloride and saturated aqueous Rochelle's salt 
The organic layer was washed with saturated aqueous sodium bicarbonate, brine, and dried 
(MgS04). The crude product was purified by flash chromatography on silica gel eluting 
with 4% then 10% ethyl acetate in methylene chloride to give the desired compound (62 %) 
as a white foam. 

MS (DCI/NH3) m/e 409 (M+H) + ; 

*H NMR (300 MHz. DMSO-d 6 ) 5 7.79 (d, J=8 Hz. 1H), 7.05 (dd, J=8 Hz. 1H). 6.73 (d, 
J=8 Hz, 1H), 6.61 (d, J=8 Hz, 1H), 6.48 (d, J=8 Hz, 1H). 6.25 (dd, J=2+10 Hz. 1H), 
6.16 (s, 1H), 5.43 (s, 1H). 3.87 (s, 3H). 3.25 (br s, 3H), 3.04 (br s, 3H), 2.34 (m. 1H). 
2.18 (s, 3H), 1.17 (s. 6H); 

Anal, calcd for C24H28N2O4: C. 70.57; H. 6.91; N, 6.86. Found: C, 70.74; H, 7.1 1; N. 
6.59. 

Example 1 86 

2-(2.5-dihYdro-10-mPthQXV-2.2.4-trim l 'thvl-1H-rnh P n 7 nnvrnnnr^ 4-f1quinolin-5-vn 

acetaldehydfi 

Example 185 (0.334 g, 0.817 mmol) was dissolved in THF (20 ml), cooled to -78 
°C, and treated with 1M Dibal-H in toluene (1.71 mL. 1.71 mmol) over 5 minutes and 
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stirred for 1 hour. The reaction mixture was poured into saturated potassium sodium 
tartrate, the layers separated, the aqueous phase extracted with CH2CI2, the combined 
organics washed with saturated aqueous sodium bicarbonate, brine, dried (MgSC>4), and 
purified by silica gel chromatography eluting with 30% ethyl acetate in hexane to give 0.265 
g (93%) of the desired product as a colorless foam. 
MS (DCI/NH3) m/e 350 (M+H) + ; 

!H NMR (300 MHz. DMSO-de) 5 9.65 (s, 1H), 7.95 (d, J=9 Hz, 1H), 7.05 (dd, J=8 Hz, 
1H). 6.73 (d, J=8 Hz, 1H), 6.60 (d, J=8 Hz, 1H), 6.45 (d, J=8 Hz, 1H), 6.35 (dd, 
J=3+10 Hz, 1H), 6.20 (s. 1H), 5.45 (s, 1H). 3.85 (s, 3H), 2.85 (m, 1H), 2.60 (m, 1H), 
2.15 (s, 3H), 1.17 (s, 3H), 1.15 (s, 3H); 

Anal, calcd for C22H23NO 3 «l/4H 2 0: C, 74.66; H, 6.69; N, 3.96. Found: C, 74.32; H, 
6.30; N, 3.86. 

Example 187 

2.5-dihYdrO-10-mPthoxv-5-f2-cvclohexv1id e nv1ethvn-2.2 4-tri m ethvl-1H- 
ri1benzonvranor3.4-flqiiino1inft 
Cyclohexyltriphenylphosphonium bromide ( Grim, S. O.; Ambrus, J. H.; J.Org. 
Chem. 1968, 33, 2993-2994.) (0.234 g,0.55 mol) was suspended in (5:3) THF:Ether (8.0 
ml), cooled to- 10 °C, treated with 220 [tl of 2.5 M n-butyl lithium, stirred for 10 minutes. 
Example 186 was added as a solution in THF and the reaction was allowed to stirat room 
temperature 12 hours, refluxed for 15 minutes and allowed to cool. Diethyl ether was added 
and the reaction was filtered and concentrated. The resulting residue was purified by silica 
gel chromatography eluting with 10:1 to 5:1 hexanes:ethyl acetate to afford 0.033 g (51% ) 
desired compound. : m.p. 130-135 C°; 
MS (DCI/NH3) m/e 416 (M+H) + ; 

1H NMR (300 MHz, DMSO-tfc) 8 7.03 (t, J=9 Hz, 1H), 6.67 (d, J=8 Hz, 1H), 6.57 (d, 
J=9 Hz, 1H), 6.50 (d, J=8 Hz, 1H), 6.11 (s, 1H), 5.64 (dd, J=10, 10 Hz, 1H), 5.43 (s, 
1H), 5.04 (t. J=7 Hz, 1H), 3.85 (s, 3H), 2.10 (s, 3H), 2.0 (b, 2H), 1.81 (t, J=7 Hz, 2H), 
1.45 (b, 3H), 1.3 (b, 3H), 1.17 (s, 3H). 1.15 (s, 3H); 

«C NMR (100 MHz, DMSO-d 6 ) 8 165.0, 151.1, 145.4, 140.5, 133.41, 132.2, 127 J, 
127.0, 126.8, 116.5, 116.3, 116.0, 113.0, 110.3, 105.3, 73.9, 55.5, 49.6, 36.6, 30.5, 
28.9, 28.7, 28.1, 27.9. 27.0, 26.2, 23.8. 
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Example lag 

2.^dihYdro-10-mcthoxv-s-f?^vcinp ft nfvi^ ff n vi ftt hvn.7 2 , 4-trimethvi.m. 

Example 186 and cyclopentyltriphenylphosphonium bromide (Ramirez, F.; Levy, 
S. JACS 1957, 79, 67-69. ) were processed according to Example 187 to provide the 
desired compound. 

*H NMR (300 MHz, DMSO-cfc) 8 7.94 (d, J=9 Hz, 1H), 7.02 (t, J=8 Hz, 1H). 6.67 (d, 
J=8 Hz, 1H). 6.57 (d, J=9 Hz, 1H), 6.48 (d, J=7 Hz, 1H), 6.10 (s, 1H), 5.56 (dd, J=10, 
8 Hz, 1H). 5.43 (s, 1H), 5.22 (b, 1H), 3.85 (s, 3H), 2.14 (s, 6H), 1.77 (b. 2H), 1.49 (b, 
4H), 1.17 (s, 3H), 1.14 (s, 3H); 13 C NMR (75 MHz, DMSO-cfc) 5 156.1. 151.2, 145.4. 
144.6. 133.4. 132.3, 127.6, 127.0. 126.8, 116.4, 116.1, 115.3. 113.3, 113.1. 110.3, ' 
105.3. 73.6, 55.6. 49.6. 33.1. 29.0. 28.7, 28.0, 25.8, 25.7, 23.8; 
HRMS (FAB)m/e calcd for C27H32O2N: 401.2355. Found 401.2342. 



Examnle ISO 

2 . ^dihYdro-l(Vmethoxv-5-r?-rvcioh e nrviiH P nyythvn-?9 4.trim f t hY |. m - 

mbenzonvrannn A-f| in j nn |j nn 
Example 186 and cycloheptyltriphenylphoshonium bromide (Albright, T. A.; 
20 Freeman, W. J.; Schweizer, E.E. JACS 1974, 97, 2942-2943.) were processed 
according to example 186 to provide the desired compound. 
MS (DCI/NH3) m/e 430 (M+H) + ; 

*H NMR (300 MHz, DMSO-d<s) 5 7.94 (d, J=9 Hz, 1H), 7.02 (t. J=8 Hz, 1H). 6.67 (d, 
J=8 Hz. 1H), 6.57 (d. J=9 Hz, 1H), 6.49 (d, J=8 Hz. 1H). 6.12 (s. 1H), 5.69 (dd, J=10, 
25 9 Hz, 1H), 5.43 (s. 1H). 5.12 (t, J=7 Hz, 1H), 3.85 (s, 3H), 2.13 (s, 6H), 1.90 (b, 2H), 
1.38 (b. 3H), 1.27 (m, 4H), 1.17 (s. 3H). 1.14 (s. 3H). 0.82 (m. 3H); 
"C NMR (75 MHz, DMSO-d 6 ) 5 156.1, 151.1. 145.4, 142.2, 133.4, 132.2, 128.6, 
127.6. 127.0, 126.8, 120.0. 116.3, 116.0. 113.0. 110.3, 105.3, 73.6, 65.7, 55.6, 49 6 
37.3. 33.2, 31.1, 29.8. 29.3, 29.2, 29.0. 28.6, 28.5, 26.2, 23.8, 23.2; 
Anal, calcd for C 2 9H3502N2«3/4H 2 0: C, 72.70; H, 8.52; N, 2.92. Found: C, 72.50; H 
8.11; N. 2.47. 

Example ion 

2 . 5-dihvdm-l(Vmcfhoyv-5-n-mef^^ 

flquinoline 

Example 186 and isopropyltriphenylphosphonium iodide were processed according 
to Example 187 to provide the desired compound. 
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*H NMR (300 MHz, DMSO-de) 6 7.94 (d. J=8 Hz, 1H), 7.37 (s. 1H), 7.03 (t, J=8 Hz, 
1H), 6.67 (d. J=7 Hz. 1H), 6.57 (d, J=8 Hz, 1H). 6.49 (d, J=8 Hz. 1H), 6.11 (s, 1H), 
5.65 (dd. J=10. 9 Hz. 1H), 5.43 (s. 1H). 5.12 (t, J=7 Hz, 1H). 3.85 (s, 3H). 2.14 (s, ' 
3H). 1.63 (s, 3H), 1.31 (s, 3H), 1.17 (s. 3H), 1.15 (s, 3H); 

13C NMR (100 MHz, DMSO-dg) 6 156.1. 151.1. 145.4. 133.4, 132.8, 132.2. 127.6. 
127.0. 126.9. 119.8. 116.4. 116.1. 113.3. 113.1. 110.3. 105.3. 73.7, 55.6. 49.6. 31.5. 
29.0. 28.7, 25.6. 23.8, 17.5; 

HRMS (FAB)m/e calc'd for C25H29O2N: 375.2198. Found 375.2189. 

Example 191 
ttms2.3-dihvriro-10-mfithoxv-5-f^hii^ 

flquinoline 

Example 186 and ethyltriphenylphosphonium bromide were processed according to 
example 186 to provide the desired compound. 
MS (DCI/NH3) m/e 362 (M+H)+; 

»H NMR (300 MHz. DMSO-d 6 ) 5 7.96 (d. J=8 Hz, 1H), 7.05 (dd. J=8 Hz, 1H), 6.70 (d, 
J=8 Hz. 1H), 6.60 (d, J=8 Hz, 1H). 6.51 (d. J=8 Hz. 1H). 6.10 (s. 1H). 5.72 (dd, 
J=4+10 Hz. 1H). 5.45 (m. 3H). 3.86 (s. 3H), 2.43 (m, 1H). 2.20 (m. 1H). 2.15 (s. 3H). 
1.30 (d, J=5 Hz, 3H), 1.17 (s. 3H), 1.15 (s. 3H). 

Example 192 

trans 2„5-d»hYdro-10-metfioxv-5-f2-nffnten-l.vlV2.2 4-t ri methv1-1H-r 

flquinoline 

Example 186 (0.050 g. 0.143 mmol) and propyltriphenylphosphonium bromide 
(165.6 mg, 0.429 mmol) were processed as in example 187 to give the desired compound. 
MS (DCI/NH3) m/e 376 (M+H) + ; 

*H NMR (300 MHz, DMSO-d 6 ) 5 7.95 (d. J=9 Hz, 1H). 7.05 (dd. J=8 Hz. 1H). 6.70 (d, 
J=8 Hz, 1H). 6.60 (d. J=8 Hz, 1H). 6.50 (d, J=8 Hz, 1H). 6.09 (s. 1H), 5.70 (dd. J=3, 
10 Hz, 1H). 5.44 (s. 1H). 5.38 (ss. J=5 Hz. 2H), 3.86 (s. 3H), 2.41 (m. 1H), 2.19 (m. 
1H), 2.15 (s, 3H), 1.70 (m, 2H), 1.15 (s, 6H), 0.75 (t, J=7 Hz, 3H). 
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Example 10^ 

2 . 5-dihYdrO-10-mffthQXV-5-n 1-riifliinm-1. p rn r e n .^. v n.?.? A-^rimethyl.lf f. 
rnhenzopymn^rT^-nqiiin^inp 

Example 186 (0.050 g, 0.143 mmol) and diphenylphosphoranyl difluroraethane 
(Edwards, M.L., eL al. Teu Let. 1990.J7, 5571-74) were processed as in example 187 to 
give the desired compound. 

1H NMR (300 MHz, DMSO-d 6 ) 5 7.98 (d, J=8 Hz, 1H), 7.08 (t, J=8 Hz, 1H), 6.71 (d, 
J=9 Hz, 1H), 6.62 (d, J=9 Hz, 1H). 6.57 (d. J=9 Hz, 1H), 6.17 (s, 1H), 5.73 (dd, 
J=4,10 Hz, 1H), 5.46 (s, 1H), 4.53 (m, 1H), 3.86 (s, 3H), 2.32 (m, 1H), 2.16 (s, 3H), 
2.11 (m, 1H), 1.17 (s, 3H), 1.15 (s. 3H); 
HRMS (FAB)m/e calc'd 383.1697. Found 383.1689. 

Example 194 

(E) methyl 2-a5-dihYriro-10-memoxv-?.2.4^^ 

5-vl) 2-hHtgnontfj 
Example 186 ( 0.040 g, 0. 1 15 mmol) and methyl 
(triphenylphosphoranylidene)acetate (1 15 mg, 0.344 mmol, Aldrich) were processed 
according to example 179 to give 0.037 g (80%) of the desired compound as a white foam. 
MS (DCI/NH3) m/e 406 (M+Hf; 

1H NMR (300 MHz. DMSO-dg) 5 7.95 (d, J=9 Hz, 1H). 7.07 (dd, J=8 Hz, 1H). 6.85 (m, 
1H), 6.72 (d, J=8 Hz, 1H), 6.60 (d, J=8 Hz, 1H), 6.50 (d, J=8 Hz, 1H), 6.15 (s, 1H), 
5.87 (dd, J=3+10 Hz, 1H), 5.80 (d, J=14 Hz, 1H). 5.45 (s, 1H), 3.88 (s, 3H). 3.65 (s, 
3H), 2.60 (m, 1H), 2.45 (m, 1H), 2.15 (s. 3H), 1.15 (br s, 6H); ™C NMR (75 MHz, 
DMSO-d 6 ) 8 165.8, 156.2, 150.5, 145.6, 144.8, 133.6, 131.3, 127.4, 127.2, 122.7, 
116.3. 115.9, 113.4. 113.1, 110.2, 105.7. 72.4, 55.6. 51.3. 49.7, 34.9, 29.0, 28.9. 
28.9, 23.9; 

Anal, calcd for C25H27NO4 I/2H2O: C, 72.44; H, 6.81; N. 3.38. Found: C, 72.55; H. 
6.71; N. 3.22. 

Example 19S 

fff) 2.5-dihvdrO- 1 0-methoxv-5-r4-hvdmx v-?- h uten- 1 -vlV2 2.4-trimRthvl- 1 H- 
rnhen7nnvmnr.n a-flgninnlin* 

Example 194 ( 0.063 g, 0.155 mmol) in Et20 was treated dropwise with a slurry 
containing UAIH4 ( 0.044 g. 1.16 mmol) and AICI3 (0.041 g. 0.308 mmol) for 1 hour. 
The reaction mixture was diluted with Et 2 0 and treated with 2 drops of H 2 0 followed 
by 15% NaOH until a white paste formed. The Et 2 0 was decanted and the paste washed 2 
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times with Et 2 0. The combined organics were washed with saturated aqueous sodium 
bicarbonate, brine, dried (MgS0 4 ), and purified by silica gel chromatography eluting with 
6% then 10% ethyl acetate in methylene chloride to give 0.031 g (53%) of the desired 
compound. 

MS (DCI/NH3) «/« 378 (M+H)*; 

lH NMR (300 MHz, DMSO-d 6 ) 5 7.94 (d, J=9 Hz, 1H), 7.07 (dd, J=8 Hz, 1H), 6.70 (d, 
J=8 Hz, 1H), 6.60 (d, J=8 Hz, 1H), 6.54 (d, J=8 Hz, 1H), 6.12 (s, 1H), 5.70 (dd, 
J=3+10 Hz, 1H). 5.4-5.69 (m, 3H), 4.63 (dd, J=6 Hz, 1H). 3.87 (m, 5H), 3.31 (s, 3H), 
2.40 (m. 1H), 2.15 (s, 3H), 1.15 (s, 6H); 

Anal, calcd for C24H27NO3M/4H2O: C, 75.47; H, 7.26; N, 3.67. Found: C, 75.62; H, 
7.40; N, 3.59. 

Example 19fi 

(E) 2 . 5-dihYdro-10-methOXV-5-f4-fN N.Himethvlnmin^arhnnvlnrv't.^ . hu^n-l-vn-? ? d. 

trimethvl-1H-rnbenzonvranon.4-f1q.imnHnP 
Example 195 and disuccinimidyl carbonate were processed as in Example 200 to 

give the an intermediate succinate ester. 

The intermediate succinate ester and N,N-dimethylamine were processed as in 

Example 200 to give the desired compound. 

MS (DCI/NH3) m/e 449 (M+H) + ; 

l H NMR (400 MHz, DMSO-d*) 5 7.95 (d. J=9 Hz, 1H), 7.07 (t, J=8 Hz, 1H), 6.70 (d, 
J=8 Hz, 1H), 6.59 (d, J=8 Hz, 1H), 6.52 (d, J=8 Hz, 1H), 6.09 (s, 1H), 5.74 (dd, 
J=3,10 Hz, 1H), 5.65 (m, 1H), 5.48 (m, 1H), 5.43 (s, 1H), 3.85 (s, 3H), 3.79 (d, J=5 
Hz, 2H), 2.45 (m. 1H), 2.20 (m, 1H), 2.15 (s. 3H), 1.17 (s, 3H), 1.16 (s, 3H); 13 C 
NMR (100 MHz, DMSO-d 6 ) 5 156.1, 150.9, 145.5. 133.6, 132.0, 129.0, 128.6, 127.4, 
127.1, 127.0, 116.2, 115.9, 113 (3), 113.2, 110.3, 105.4, 73.5, 72.0, 56.9, 55.6, 49.7, 
35.0, 28.9, 23.3; 

Anal, calcd for C27H32N2O4: C, 72.30; H, 7.19; N, 6.25. Found: C, 72.10; H, 7.11; N, 
5.98. 

Example 197 

r^2 . 5-dihVf1r0-10-meth0XV-5-r4-fN-methvln m inocnrhnnvloxvV?-hiitpn-1-vlV2.2.4- 
trimethvl-IH-rnhenynpvmnor^^-nqninnljnp 
The intermediate succinate ester from Example 196 and methylamine were processed 
as in Example 200 to give the desired compound. 
MS (DCI/NH3) m/e 435 (M+H) + ; 
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1H NMR (300 MHz, DMSO-d*) S 7.95 (d. J=8 Hz, 1H). 7.05 (t, J=8 Hz, 1H), 6.95 (m, 
1H), 6.70 (d, J=8 Hz, 1H), 6.57 (d. J=8 Hz, 1H), 6.52 (d, J=8 Hz, 1H). 6.08 (s, 1H) 
5.70 (m. 2H), 5.50 (m, 1H), 5.43 (s. 1H), 4.35 (d, J=5 Hz, 2H), 3.85 (s, 3H), 2.56 (d, 
J=5 Hz, 3H). 2.42 (m, 1H), 2.20 (m, 1H), 2.15 (s, 3H), 1.15 (s, 6H); 
5 Anal, calcd for C26H30N2O4: C. 71.87; H. 6.96; N, 6.45. Found: C, 71.66; H 7 25- N 
6.07. ' ' 

Example 1QR 

(E) 2 . 5-dihYdro-10-mcthoxv-5-f?-h l it ff nvn-?. ? 4-tri m p t hvi-iH-rnh < .nz 0n vr a nnn a. 

10 flquinnlin* 

Example 195 (0.080 g , 0.212 mmol) was dissolved in CH 2 C1 2 (10 ml), cooled to 
-10 °C, treated with (i-Pr) 2 NEt (55 nL . 0.318 mmol) followed by methanesulfonyl chloride 
(20 ML, 0.255 mmol), stirred for lhr and allowed to warm to room temperature. The 
mixture was recooled to -10 °C and treated dropwise with lithium triethylborohydride (635 

15 uL, 0.635 mmol), stirred for 1 hr, allowed to warm to room temperature, treated with 5.0 
ml of IN NaOH followed by 0. 1 1 ml of 30% H2O2 and stirred for 30 minutes. The mixture 
was partitioned between water and ethyl acetate, the aqueous extacted with ethyl acetate and 
the combined organics washed with water, brine, and dried (Na 2 S0 4 ). Purification by 
silica gel chromatography eluting with 15:1 then 7:1 hexanes:ethyl acetate provided 0.029 g 
(38%) desired compound. 

1H NMR (360 MHz. DMSO-d 6 ) 5 7.93 (d, J=9 Hz, 1H), 7.04 (t. J=8 Hz. 1H). 6.68 (d, 
J=8 Hz, 1H). 6.57 (d, J=8 Hz, 1H), 6.51 (d, J=7 Hz. 1H), 6.11 (s, 1H). 5.67 (dd. J=10 
Hz, 1H). 5.41 (t. J=9 Hz. 1H), 5.34 (t, J=ll Hz. 1H), 3.85 (s, 3H). 2.34 (m, 1H). 2.15 
(s. 3H), 1.59 (dd. 1=5 Hz. 3H). 1.17 (s. 3H). 1.15 (s. 3H); 

NMR (100 MHz, DMSO-d 6 ) 8 156.2. 151.0, 145.4, 133.4, 132.1, 127.1. 127.0, 
126.9, 126.6. 125.5. 115.9. 113.2. 110.0, 105.3. 73.7. 55.5. 49.6. 35.4. 28.9, 28.8. 
23.9. 17.8; 

HRMS (FAB) calc'd for C 2 4H 28 0 2 N: m/e 362.2120. Found 362.2119. 



Example 1QQ 

2^dihydro-10-methpxy-s-f2-hv^^ 

flq»inoline 

Example 46 (0. 100 g, 0.264mmol) was treated with 1M Dibal-H in toluene (0.544 
ml, 0.544mmol) at -78° Q warmed to room temperature, quenched with methanol and the 
partitioned between methylene chloride and saturated aqueous RocheUe's salt. The organic 
layer was washed with IN HC1. saturated aqueous sodium bicarbonate, brine, and dried 
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(MgS0 4 ). The resulting crude product was purified by flash chromatography on sUica gel 
eluting with 10% ethyl acetate in methylene chloride to give (87%) of the desired compound 
as a white solid. 

MS (DCI/NH3) m/e 352 (M+H)*; 

»H NMR (300 MHz, DMSO-d 6 ) 5 7.95 (d, J=8 Hz, 1H), 7.05 (dd. J=8 Hz, 1H). 6.69 (d, 
J=8 Hz, 1H). 6.59 (d, J=8 Hz, 1H), 6.55 (d. J=8 Hz, 1H), 610 (s, 1H), 5.95 (dd, J=2,10 
Hz, 1H), 5.43 (s, 1H), 4.61 (t, J=6 Hz, 1H), 3.84 (s. 3H), 3.52 (m, 1H), 2.20 (s, 3H), 
1.80 (m, 1H), 1.50 (m, 1H), 1.19 (s, 3H), 1.16 (s, 3H). 

Example. 700 

2 . 5-dihYdrO-10-mPthOXV-5-f2-<-N-hen 7 vlr a rhnny lnxvWhvlV? 2.4-trimethvl.1H- 

f nhenznpvnmr.pt 4-flnninnlinr 

Example 199 ( 0.200 g, 0.57 mmol) was combined with N,N*-disuccinimidyl 
carbonate ( 0.217 g, 0.85 mmol), (i-Pr) 2 NEt (0.30 ml, Ulramol), and acetonitrile (2mL), 
stirred at room temperature 2 hours and partitioned between CH 2 C1 2 and saturated aqueous 
sodium bicarbonate. The organic layer was washed with brine, dried (MgSOt), and 
purified by silica gel chromatography eluting with 6% ethyl acetate in dichloromethane to 
give 0.252 g (90%) of the succinate ester as a white foam. 

The succinate ester (0.020 g, 0.041mmol), benzyl amine (6.6 \xl t 0.061mmol), and 
CH2CI2 (3 ml) were combined and stirred for 20 minutes at room temperature. The reaction 
mixture was diluted with CH 2 C1 2 and the organic layers washed with H 2 0, saturated 
aqueous sodium bicarbonate, brine, dried (MgS0 4 ) and purified by silica gel 
chromatography eluting with 20% ethyl acetate in hexane to give 19 mg (97%) of the 
desired compound as a white solid. 
MS (DCI/NH3) m/e 485 (M+H) + ; 

1H NMR (400 MHz, DMSO-d 6 ) 5 7.95 (d, J=9 Hz, 1H). 7.68 (t, J=6 Hz, 1H), 7.25 (m, 
3H), 7.07 (t, J=8 Hz, 1H), 6.71 (d, J=8 Hz, 1H), 6.59 (dd, J=8 Hz. 1H), 6.11 (s. 1H), 
5.86 (d, J=8 Hz, 1H), 5.40 (s, 1H), 4.18 (m, 2H), 4.00 (m, 2H), 3.85 (s, 3H), 2.12 (s. 
3H), 1.90 (m, 1H), 1.71 (m, 1H), 1.17 (s, 3H), 1.15 (s, 3H); 

13C NMR (100 MHz, DMSO-d 6 ) 8 156.3, 156.1, 150.7, 145.6, 139.7, 133.5, 131.9, 
128.2. 127.5, 127.2, 127.1, 127.0, 126.7, 116.3, 115.9, 113.2, 113.2. 110.2, 110.1, 
105.6, 70.3, 60.2, 55.6, 49.6, 43.7. 31.5, 28.8. 28.7. 23.8; 

Anal, calcd for C 3 0H 32 N 2 O 5 H 2 O: C, 71.69; H, 6.82; N. 5.57. Found: C. 71.45; H, 
6.83; N. 5.56. 
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Example 

2 . 5-d i hYdrO-lft-methO^Y-5-( , ?-fN-mornho1inoc a rhnnvl n? fY) ethvn-? ? , 4.trimethv1-1H- 

fllhenrnpvrannnd-flg^in^ljnp 
5 The intermediate succinate ester from Example 200 and morpholine were processed 

as in Example 200 to give the desired compound. 
MS (DCI/NH3) m/e 465 (M+H) + ; 

»H NMR (400 MHz, DMSO-de) 5 7.95 (d, J=9 Hz, 1H), 7.07 (t, J=8 Hz, 1H), 6.71 (d, 
J=8 Hz, 1H). 6.60 (d, J=8 Hz, 1H), 6.57 (d, J=8 Hz, 1H), 6.10 (s, 1H), 5.88 (dd, 
10 J=3+10 Hz. 1H), 5.44 (s, 1H), 4.05 (m, 2H), 3.85 (s, 3H), 3.75 (m. 4H), 2.16 (s, 3H), 
1.85 (m, 1H), 1.78 (m, 1H), 1.16 (s, 3H), 1.15 (s, 3H); 

"C NMR (100 MHz, DMSO-de) 5 156.2, 154.4, 150.6, 145.6, 133.5, 131.8, 127.3, 
127.2, 127.1, 116 (1), 115.9, 113.2, 113.2, 110.1, 105.6, 70.3, 65.8, 61 (2), 55.6, 49.7. 
43.7, 43.6, 31.3. 29.0. 28.9, 23..8; 

15 Anal, calcd for C27H32N2O5 I/4H2O: C, 69. 14; H, 6.98; N. 5.97. Found: C. 68.96; H 
7.05; N, 5.94. 

Example 202 

2 . 5-dihvdrp- 1 0-mrthOXV-5-r?-rN-r2-methny v^fhvnaminnrarhnn y loxvWhvn-? ? A. 
20 trimethvl-lH-rnhen 7 npvr ; ,n on,4-nq..innlinA 

The intermediate succinate ester from Example 200 and 2-methoxyethyl aminewere 
processed as in Example 200 to give the desired compound. 
MS (DCI/NH3) m/e 453 (M+H) + ; 

1H NMR (500 MHz. DMSO-d 6 ) S 7.95 (d, J=8 Hz, 1H), 7.13 (m, 1H). 7.04 (t. J=8 Hz. 
25 1H), 6.70 (d, J=8 Hz, 1H), 6.60 (d. J=8 Hz, 1H), 6.56 (d, J=8 Hz. 1H), 6.08 (s, 1H), 
5.85d (10, 1H), 5.45 (s. 1H). 3.95 (m. 2H). 3.85 (s, 3H), 3.25 (s. 3H), 3.12 (m, 2H), 
2.15 (s, 3H), 1.92 (m. 1H). 1.72 (m. 1H), 1.15 (d, 6H); 

»C NMR (125 MHz, DMSO-de) 8 156.1, 156.1. 150.7, 145.6, 133.5. 131.9, 127.6, 
127.1, 127.1, 116.3. 116.0, 113.2, 113.2, 110.2. 105.6. 70.7, 70.3, 60.0, 57.8, 55.6, 
30 49.6. 31.5. 28.8. 28.8, 23.8. 

Example 2m 
2,5-dihvdrp-10-m f thoxY-5-f?-fN-me^ 

nibenzonvranof3.4-f| quinnline 
35 The intermediate succinate ester from Example 200 and methylamine were processed 

as in Example 200to give the desired compound. 
MS (DC1/NH 3 ) m/e 409 (M+H) + ; 
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»H NMR (500 MHz, DMSO-de) 5 7.95 (d, J=8 Hz, 1H), 7.04 (t, J=8 Hz, 1H), 6.93 (m, 
1H). 6.70 (d, J=8 Hz, 1H), 6.60 (d, J=8 Hz, 1H), 6.56 (d. J=8 Hz, 1H). 6.08 (s, 1H), 
5.85d (10. 1H), 5.45 (s, 1H), 3.95 (m, 2H), 3.85 (s, 3H). 2.59 (d, 3H). 2.15 (s, 3H). 
1.92 (m, 1H). 1.72 (m, 1H), 1.15 (d, 6H); 

NMR (125 MHz, DMSO-de) 5 156.6, 156.1, 150.7, 145.6, 133.5, 131.9, 127.5, 
127.2, 127.1. 116.3 (116.0), 113.2, 113.2, 113.2. 105.6. 70.3. 60.0. 55.6. 49.6. 31.5, 
28.8, 28.8. 26.9, 23.7; 

Anal, calcd for C24H28N2O4: C, 70.57; H, 6.91; N, 6.86. Found: C, 70.30; H, 6.91; N, 
6.58. 

Example 204 

2.5-dihvdro- l(Vmeth0XV-5-(2-fN.N-dimethv1a m innr a r honvlnxv^thvlV2.2.4-trim ft rhv1- 1 H- 

UJhgDZQBHanflO 'Hlwiinnlfflff 

The intermediate succinate ester from Example 200 and N.N-dimethylamine were 
processed as in Example 200 to give the desired compound as a white solid. 
MS (DCI/NH3) m/e 423 (M+Hf; 

1H NMR (300 MHz. DMSO-d<>) 6 7.95 (d. J=8 Hz, 1H), 7.05 (t, J=8 Hz, 1H), 6.69 (d, 
J=8 Hz, 1H), 6.56 (dd. J=8 Hz, 2H), 6.12 (s, 1H), 5.86 (dd, J=3+10 Hz, 1H). 5.44 (s, 
1H), 3.96 (m. 2H), 3.85 (s. 3H). 2.86 (s. 3H), 2.83 (s, 3H). 2.18 (s, 3H), 1.95 (m, 1H), 
1.76 (m, 1H), 1.15 (s, 6H). 

Example 20S 

2.5-dihvdro-10-methoxv-5-f2-methoxvmftthn x vethvlV2.2.4-trimethv1-1H- 
rnhenzopvrannrT4-fT nv jnplj n f 
Example 199 (0.040 g, 0.1 14 mmol) was combined with chloromethyl methyl ether 
( 13 HL, 0.171 mmol), (i-Pr) 2 NEt ( 40 fiL, 0.228 mmol), and methylene chloride (5ml) and 
heated to reflux for 3 hours. The reaction was partitioned between H2O and ethyl acetate, 
the aqueous layer extracted with ethyl acetate and the combined organic layers washed with 
saturated aqueous sodium bicarbonate, brine, dried over MgS04, and purified by silica gel 
chromatography eluting with 2% then 5% ethyl acetate in methylene chloride to give 45 mg 
(40%) of the desired product. 
MS (DCI/NH3) m/e 396 (M+H)*; 

1H NMR (300 MHz, DMSO-d 6 ) 5 7.95 (d, J=9 Hz, 1H), 7.05 (t, J=8 Hz, 1H), 6.70 (d, 
J=8 Hz. 1H), 6.60 (d, J=8 Hz, 1H), 6.55 (d, J=8 Hz, 1H), 6.14 (s, 1H), 5.89 (dd. 
J=3+10 Hz. 1H). 5.45 (s. 1H). 4.55 (s, 2H). 3.85 (s, 3H). 3.58 (m, 1H). 3.25 (s, 3H), 
2.18 (s. 3H), 1.85 (m, 1H), 1.65 (m, 1H), 1.19 (s, 3H). 1.13 (s, 3H); 
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Anal, calcd for C24H29NO4 I/4H2O: C, 72.07; H, 7.43; N, 3.50. Found: C. 71.90; H, 
7.33; N, 3.24. 

Example 206 
2^dihvdro-10-meftoxv-5-f2.2-dimftthvi^ 

1 H-f nhenzonvrannn 4-flquinnlinft 



Example 206A 

2.5-dihvdroO0-methoxv-5-r a minnni ff thvIV2.2.4-tri methvl-lH-rnhenznnvr a nnn4- 

flauinolins 

A 10 ml ethereal suspension of UAIH4 (0.050 g, 1.31 mmol) was treated dropwise 
at room temperature with a 5.0 ml ethereal solution of AICI3 (0.59 g, 4.4 mmol), strirred for 
30 minutes and treated dropwise with a 4.0 ml ethereal solution of Example 44. After 
stirring for 1 hour at room temperature , 2.0 ml of H2O carefully added followed by 
dropwise addition of 15 % NaOH until a white paste formed. The ether solution was 
decanted, the paste washed several times with ether and combined organics washed with 
brine and dried (Na2SC>4). The residue was purified by silica gel column chromatography 
eluting with CH2Cl 2 :CH 3 OH (8:1) to give 0.031 g (69 %) aniinomethyl analog that was 
carried directly to the next step. 

Example 206 

2.5-dihvdrO-10-methoxv-5-f2.2-dimRthv1ethoxvcn^n nvlamino^mRthvlV2.2 4-trimftthvl- 

lH-rnhen7.0Pvranon.4-flquinr>1ine 
The aminomethyl analog above (0.065 g, 0.19 mmol) was dissolved in 
dichloromethane ( 6.0 ml ),cooled to 0 °C, treated with B0C2O (0.93 g, 0.42 mmol ). 
Allowed to warm to room temperature overnight. 10 ml H2O was added and the phases 
separated. The organic layer was washed with brine and dried (Na2S04). The residue was 
purified by silica gel column chromatography eluting with CH2Cl2:CH30H (8: 1) to give 
0.080 g (95 %) desired compound : 
m.p. 130-135 °C; 

»H NMR (400 MHz, DMSO-d 6 ) 6 7.98 (d, J=9 Hz, 1H), 7.70 (t, J=9 Hz, 1H), 6.79 (t, 
J=5 Hz, 1H), 6.67 (d, J=9 Hz, 1H), 6.60 (d, J=9 Hz, IH), 6.53 (d, J=8 Hz, 1H), 6.12 (s, 
1H), 5.80 (dd, J=10, 10 Hz, 1H), 5.42 (s. 1H), 3.85 (s, 3H), 3.14 (m, 1H). 2.86 (m. 
1H). 2.19 (s. 3H), 1.47 (s. 3H), 1.21 (s, 3H), 1.12 (s. 3H), .84 (m, 1H); 
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"C NMR (100 MHz, DMSO-de) 8 156.1. 155.5, 150.9, 145.4, 133.4. 131.5. 129.5. 
128.6. 127.8. 126.9. 117.1. 116.4, 113.4. 112.7. 110.5, 105.3, 77.7, 72.3. 67.4. 55.6, 
49.5, 41.5. 29.8, 29.2. 28.3. 28.2. 23.4, 23.2, 22.3; 
HRMS (FAB) m/e calc'd for C26H32N2O4: 436.2362. Found 436.2360. 

Example 701 

2.5-dihvdrO-10-methoxv-5-rp.thnxvcarhnnv1 a mino^methvn- 2 .2.4-triitiftrhvl.m. 
rnbenzonvranon.4-flquinr.1inf! 
Example 206A (0.047 g, 0.14nunole) in THF (10 ml) was treated with triethylamine 
(21.0 jiL, 0.14 mmol). Followed by dropwise addition of ethyl chloroformate ( 14.1jiL, 
0.14 mmol.). After 30 minutes the reaction was poured into H2O, the aqueous layer 
extracted with ethyl acetate and the combined organic layers washed IX with H2O, IX with 
brine, and dried (Na2S04). The residue was purified by silica gel column chromatography 
eluting with 3:2 hexanes:ethyl acetate to give 0.047 g (80%) of the desired compound as a 
solid. 

1H NMR (300 MHz, DMSO-de) 6 7.98 (d, J=8 Hz, 1H), 7.13 (t, 1H), 7.03 (t. J=8 Hz, 
1H), 6.67 (d, J=8 Hz, 1H), 6.57 (d, J=8 Hz, 1H), 6.54 (d, J=8 Hz, 1H), 6.13 (s, 3H), 
5.83 (dd, 1H), 5.43 (s. 1H), 3.94 (m, 2H), 3.85 (s, 3H), 3.13 (m, 1H), 2.94 (m, 1H), 
2.21 (s. 3H), 1.2o (s, 3H), 1.17 (s, 3H). 1.11 (s. 3H); 

«C NMR (75 MHz, DMSO-de) 5 156.1. 150.8, 145.5, 133.4, 129.4, 127.7, 127.0, 
117.0, 116.4, 113.5. 112.7, 110.6, 105.4, 72.2, 59.7, 55.6, 49.6, 41.8, 29.2. 28.3, 
23.5, 14.6; 

HRMS m/e calc'd for C24H28N2O4: 408.2049. Found 408.2044. 

Example 208 

2.5-dihvdrO- 1 0-methOXV-5-f carhoethoxv^-2.2.4 -trime.thv1- 1 H-f 1 lhenznpvrnnnn 4- 

flouinoline 

To Example 61 was added 2.0 ml of 5 % aqueous HC1, 5.0 ml H2O, and enough 
ethanol to make the solution homogenous/This was warmed at 35 °C for 1 hour, quenched 
with saturated aqueous sodium bicarbonate to a pH of 7.0. The reaction was extracted with 
ethyl acetate. The organics were washed with H2O, brine, and dried ( Na2S04 ). The 
residue was purified by silca gel column chromatography eluting with 7: 1-5: 1-3:2 
hexanes:ethyl acetate to give 0.041 g (48 %) of the desired compound as a solid. 
MS (DCI/NH3) m/e 380 (M+H) + ; 
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»H NMR (300 MHz. DMSO-dg) 8 7.90 (d. J=9 Hz, 1H), 7.04 (t, J=8 Hz, 1H), 6.64 (d, 
J=8 Hz, 1H). 6.61 (m, 2H), 6.32 (s, 1H), 6.21 (s. 1H), 5.45 (s, 1H), 3.90 (m, 2H), 3.84 
(s, 3H), 1.17 (s, 3H), 1.15 (s, 3H), .93 (t, J=7 Hz, 3H); 

!3C NMR (100 MHz, DMSO-de) 5 169.4, 156.2. 152.5, 145.4, 133.1, 127.6, 126.9, 
5 126.0, 118.2, 117.7, 114.7, 109.8, 105.7, 73.0, 60.7, 55.6, 49.9, 28.9, 28.7, 22.8, 
13.7; 

Anal, calcd for C23H25N0 4 «1/4H 2 0: C, 71.95; H, 6.68; N, 3.65. Found: C, 72.21; H, 
6.41; N, 3.85. 

10 Example 209 

2.S-dihvdrQ- 10-methOXV-5-fcvclODentvn-2.2.4-trim e thvl- 1 H -f 1 Ihenrnpyrannf T4- 

flquinoline 

Example 2B and cyclopentylmagnesium bromide were processed as in Example 1 1 
to provide the desired compound. 

15 MS (DCI/NH3) m/e 376 (M+H) + ; 

1H NMR (300 MHz, DMSO-d 6 ) 8 8.01 (d, J=8 Hz, 1H), 7.03 (t, J=8 Hz. 1H). 6.65 (d. 
J=8 Hz, 1H). 6.59 (d, J=9 Hz. 1H), 6.52 (d, J=8 Hz, 1H), 6.20 (s, 1H), 5.46 (s, 3H), 
3.85 (s, 3H), 2.16 (s, 3H), 1.50 (m, 5H), 1.30 (s, 3H), 1.16 (m, 3H), 1.01 (s. 3H); «C 
NMR (100 MHz, DMSO-de) 8 156.2, 151.7, 145.0, 133.7, 131.6, 128.1, 126.7, 117.7, 

20 116.4, 113.3, 112.6, 109.9, 105.0, 76.5, 49.2, 42.5, 29.8, 29.5, 27.5, 26.6, 24.8, 24.6, 
23.6; 

Anal, calcd for C 2 5H290 2 N»1/2H 2 0: C, 78.09; H, 7.86; N, 3.64. Found: C, 78.09; H, 
7.52; N, 3.42. 

23 Example 210 

2.5-dihvdro-lQ-methoxv-5-n-methvlnrnpa.1.2.HiPnv n-2.2.4-trimethvl.1H- 

rnbenzonvranor3.4-flquinr)1ine 
Example 2B and propargylmagnesium bromide (Gaoni.Y.; Leznoff, C. C; 
Sondheimer, F. J. Am. Chem. Soc. 1968, 90, 4940-4945. ) were processed as in 
30 example 1 1 to provide the desired compound, 
m.p. 59-63°; 

1H NMR (300 MHz, DMSO-d 6 ) 8 7.84 (d, J=8 Hz, 1H), 7.03 (t, J=6 Hz, 1H), 6.68 (d, 
J=6 Hz, 1H), 6.55 (d. J=8 Hz, 2H), 6.04 (s. 1H), 5.97 (s, 1H), 5.40 (s, 1H), 4.94 (m. 
1H). 4.23 (m, 1H). 3.82 (s, 3H), 2.11 (s. 3H), 1.70 (s, 3H). 1.21 (s, 3H), 1.10 (s, 3H); 
35 NMR (100 MHz, DMSO-d 6 ) 8 156.1, 151.2. 150.5. 145.1. 132.6, 130.5, 127.9, 



-169- 



WO 99/41256 



PCT/US99/03127 



127.1, 127.0. 126.7, 126.5, 117 (5), 117.1, 114.7, 113.3, 112.9, 110.1, 106.3, 98.6, 

76.2, 75.6, 55.9, 49.6, 29.4, 28.4, 22.5, 16.0; 

MS m/e calc'd for C24H25O2N: 359. 1 885. Found 359. 1 893. 

5 Example 211 

2.5-dihvdro-10-methoxv-5-r3.4.5.triflunrophenvn-2.2. 4-trimethvl-1H- 
f nbenzoDvranor3.4-flquinoline 
Example 2B and 3,4,5-trifluorophenylmagnesium bromide were processed as in 
Example 1 1 to provide the desired compound. 
10 MS (DCI/NH3) m/e 438 (M+H)*; 

!H NMR (300 MHz, DMSO-de) 8 8.04 (d, J=8 Hz, 1H), 6.94 -7.02 (m, 3H), 6.77 (s, 
1H), 6.74 (d, J=9 Hz, 1H), 6.62 (d, J=8 Hz, 1H), 6.51 (d, J=8 Hz, 1H), 6.31 (br s, 1H), 
5.43 (s, 1H), 3.81 (s, 3H), 1.85 (s, 3H), 1.23 (s, 3H), 1.15 (s, 3H); 
Anal, calcd for C26H 2 2N02F 3 -l/4H2O: C, 70.66; H, 5.13; N, 3.17. Found: C, 70.89; H, 
15 5.19; N, 2.93. 

Examnle.212 

2.5-dihvdro- 1 0-methoxv-5-f cycloh exvn-2.2.4-trimethv1- 1 H-f 1 1henzopvranor3.4- 

flquinoline 

20 Example 2B and cyclohexylmagnesium bromide were processed as in Example 1 1 to 

provide the desired compound. 
MS (DCI/NH3) m/e 308 (M+H) + ; 

MAJOR: *H NMR (300 MHz, DMSO-d 6 ) 6 8.03 (d, J=9 Hz, 1H), 7.05 (t, J=8 Hz, 1H), 
6.72 (d. J=8 Hz, 1H), 6.61 (d, J=9 Hz, 1H), 6.59 (s. 1H), 6.15 (d, J=8 Hz, 1H), 5.40 
25 (m, 2H), 3.86 (s, 3H), 2.01 (s, 3H), 1.61 (m, 1H), 1.56-1.41 (m, 2H), 1.35-0.96 (m, 
6H), 1.29 (s. 3H), 1.18 (s, 3H). 0.95-0.77 (m, 2H); 

Anal, calcd for C26H 3 iN02*l/2H 2 0: C, 78.36; H, 8.09; N, 3.51. Found: C, 78.24; H, 
7.72; N, 3.70. 

30 Example 213 

2,5-dihvdro- 1 0-memoxv-5-(2-nwidvlV2.2.4-trimethvl- 1 H-M 1h enzopvranor3.4-flquinoline 

Example 2 13A 

2.5-dihvdro- 10-mPthoxv-5-f2-nvridvn-2.2.4-trimethv1-lH-rnhenynpvran nn.4-nquino1ine 
To a solution of Example 2A (1.42 g, 4.39 mmol) in THF (40 mL) at 0 °C was 
35 added a solution of potassium rm-butoxide (1.48 g, 13.2 mmol) in THF (13 mL). The 
mixture was stirred 45 min at 0 °C then a solution of TBSC1 (1.46 g, 9.66 mmol) in THF 
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(9.5 mL) was introduced in dropwise fashion. The solution was stiired at 0 °C for 30 min 
then was quenched by addition of saturated aqueous NH4CI (10 mL) and was extracted with 
EtOAc (2 x 30 mL). The combined organic portions were washed with brine (8 mL) and 
were dried (Na2SC>4). Filtration and concentration gave a brown residue which was 
purified via flash chromatography (elution with 2% EtOAc/CH 2 Cl2) to give the desired 
product as a yellow solid (994 mg, 2.28 mmol, 52%). 
MS (DCI/NH3) m/z438 (M+H) + . 



Example 213 

2 . 5^ihYdm-lQ-methoxv-5-(2-nvridvn-2.2^^ 

A solution of the 2-Uthiopyridine (nominally 1 M in THF) was formed by addition 
of /t-BuLi (680 ixL of a 2.5 M solution in hexane, 1 .70 mmol) to a solution of 2- 
bromopyridine (285 mg, 1.80 mmol) in THF (17 mL) at -78 °C. This solution was stirred 
for 20 min then a solution of the aldehyde prepared above (211 mg, 0.480 mmol) in THF 
(2.0mL)was added in drop wise fashion at -78 °C. The solution was stirred at -78 °C for 30 
min then was quenched by addition of saturated aqueous NH4CI (7 mL) and was extracted 
with EtOAc (2 x 30 mL). The combined organic portions were washed with brine (10 mL) 
and were dried (Na 2 S0 4 ). Filtration and concentration gave a brown residue which was 
used without further purification. 

The crude material prepared above was dissolved in THF (10 mL) at 23 °C and was 
treated with tetrabutylammonium fluoride (500 fiL of a 1 M solution in THF, 0.500 mmol). 
After 1 h, the reaction mixture was concentrated in vacuo, was resuspended in EtOAc (20 
mL) and then was washed with water (5 mL) and brine (5 mL), and was dried (Na 2 S04). 
Filtration and concentration gave a brown residue which was used without further 
purification. 

This crude residue was dissolved in THF (10 mL), and the solution was cooled to 0 
°C. To this solution was added triethylphosphine (48 mg, 0.410 mmol) followed by a 
solution of l,r-(azodicarbonyl)dipiperidine (103 mg, 0.410 mmol) in THF (1.5 mL). The 
solution was stirred for 30 min at 0 °C then at 23 °C for 7 h. The reaction mixture was 
concentrated and was purified by flash chromoatography (elution with 25% EtOAc/hexane) 
to give the desired product (13 mg, 0.034 mmol, 8%) as a colorless solid. 
MS (DCI/NH3) m/z 385 (M+H) + ; 

J H NMR (300 MHz, DMSO) 8 8.45 (br d, 7=6.6 Hz, 1 H). 7.98 (d, 7=8.0 Hz, 1 H), 7.61 
(td, 7=6.5, 1.8 Hz, 1 H). 7.19-7.13 (m, 2 H), 6.91 (t, 7=6.6 Hz, 1 H), 6.72 (s, 1 H), 6.68 
(d, 7=7.9 Hz, 1 H), 6.57 (br d. 7=6.7 Hz, 1 H), 6.44 (dd, 7=6.5, 1.0 Hz, 1 H), 6.17 (br 
s. 1 H), 5.37 (br s, 1 H), 3.80 (s, 3 H), 1.80 (s, 3 H), 1.23 (s, 3 H), 1.13 (s, 3 H); 
HRMS (FAB) calcd (M+H) + for C25H25N2O2: 385.1916 . Found: 385.1910. 
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Example 214 

2.5^ihydro-lfrmetho*Y-5-r3-nvridviv2^ 

The desired compound was prepared as described in Example 213 in 49% yield. 
MS (DCI/NH3) m/z 385 (M+H)+; 

'H NMR (300 MHz, DMSO) 8 8.38 (d, 7=2.4 Hz, 1 H), 8.35 (dd, 7=5.6. 2.0 Hz, 1 H), 
8.02 (d, 7=8.0 Hz, 1 H), 7.49 (br d, 7=6.9 Hz, 1 H), 7.25 (dd, 7=6.9, 5.5 Hz, 1 H), 6.92 
(t, 7=6.9 Hz, 1 H), 6.86 (s, 1 H), 6.72 (d, 7=8.1 Hz. 1 H), 6.58 (d. 7=6.7 Hz, 1 H), 6.45 
(d, 7=6.4 Hz, 1 H), 6.38 (br s, 1 H), 5.41 (br s, 1 H), 3.80 (s, 3 H), 1.83 (s, 3 H), 1.23 
(s. 3 H), 1.15 (s, 3 H); 

13 C NMR (125 MHz, DMSO) 8 156.0, 151.2, 149.4, 148.8, 145.6, 135.7, 134.7. 133.2, 
128.5. 127.3, 127.2, 127.0, 123.2, 117.7. 117.2. 113.9, 113.7. 110.2, 105.7, 73.0, 
55.5, 49.8. 29.5. 28.5. 23.4; 

HRMS (FAB) calcd m/z for C25H25N2O2: 385.1916 (M+H) + . Found: 385.1915. 

Anal, calcd for C25H24N2O2: C, 78.09; H, 6. 29; N, 7.28. Found: C, 76.98; H, 6.60; N, 

6.93. 

ExamnleSlS 
2 . 5-d i hvdro- 1 0-methoxy-5-f4-nvridv^ 

The desired compound was prepared as described in Example 213 in 20% yield. 
MS (DCI/NH3) m/z 385 (M+H)+; 

*H NMR (300 MHz, DMSO) 8 8.43 (br d. 7=4.3 Hz, 2 H), 8.04 (d, 7=8.0 Hz, 1 H), 7.15 
(d, 7=4.2 Hz, 2 H). 6.96 (t, 7=6.7 Hz, 1 H). 6.81 (s. 1 H), 6.75 (d. 7=7.9 Hz, 1 H), 6.59 
(d. 7=6.8 Hz, 1 H). 6.53 (d, 7=6.8 Hz, 1 H), 6.37 (br s. 1 H), 5.43 (br s, 1 H), 3.79 (s, 3 
H), 1.88 (s, 3 H), 1.26 (s. 3 H), 1.18 (s, 3 H); 

I3 C NMR (125 MHz, DMSO) 8 156.1, 151.4, 149.4 (2), 148.2, 145.6, 133.4. 133.3, 
128.3, 127.3 (2), 127.0, 122.9, 117.9, 117.0, 113.9, 110.2, 105.6, 105.0, 103.0, 73.4, 
49.8, 29.4, 28.6, 23.2; 

HRMS (FAB) calcd m/z for C25H25N2O2: 385.1916 (M+H) + . Found: 385.1906. 

The chemistry described in Schemes 1-21 and Examples 1-215 was used with Core 
2 to prepare Examples 216-226. 

Example 216 

lQ-ChlorO-9-hvdroxv-5-r3-nrnni»nvn-2.2 4.trim ethvl-1H-2. < >-dihvriro- 
mhenzopvrnnnH 4-flqiiinnline 
MS (DCI/NH3) m/z 368 (M+H)+; 
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l H NMR (300 MHz, DMSO) 8 9.34 (s, 1 H), 7.87 (d, 7=8 Hz. 1 H), 6.72 (d, 7=8 Hz, 1 
H), 6.66 (d. 7=8 Hz, 1 H), 6.58 (d. 7=8 Hz, 1 H), 6.21 (br s, 1 H), 5.81-5.71 (m, 1 H), 
5.62 (dd, 7=10, 3 Hz, 1 H), 5.41 (br s. 1 H). 4.98 (dd, 7=10, 2 Hz. 1 H). 4.93 (dd. 7=17, 
2 Hz. 1 H), 2.42-2.34 (ra. 1 H), 2.26-2.20 (m. 1 H). 2.11 (s. 3 H), 1.16 (s. 3 H), 1.11 
(s, 3 H); 

HRMS (FAB) calcd m/z for C22H22CINO2: 367. 1339. Found: 367. 1336. 

Example 217 

10-Chloro-9-hvdroxv-5-nhenv1-2 2 4-trim f .,thv1-1H-2 S-Hihydro- 
rilhenznpvmnnR ^-flqilinfflinft 
MS (DCI/NH3) m/z 404 (M+H)+; 

l H NMR (300 MHz, DMSO) 5 9.46 (s. 1 H), 7.96 (d. 7=8 Hz, 1 H). 7.26-7.12 (m, 3 H), 
7.14-7.07 (m, 1 H). 6.87 (dd, 7=8, 2 Hz, 1 H), 6.72 (d. 7=8 Hz, 1 H), 6.68 (s, 1 H), 
6.58 (app s. 2 H). 6.37 (br s. 1 H). 5.40 (br s, 1 H), 1.80 (s, 3 H), 1.26 (s, 3 H), 1.17 (s, 
3H); 

HRMS (FAB) calcd m/z for C25H22CINO2: 403. 1339. Found: 403. 1344. 

Examnle218 

lQ-ChlorO-9-hvdrOXV-5-f3-triniiommemv1nh ft nvlV2.2 4-trim^h y l-1H-2.!S-dihvrim. 

rnbenzonvranon^flguinnlinft 
MS (DCI/NH3) m/z 472 (M+H)+; 

1H NMR 5 9.45 (s, 1H), 7.98 (d, 1H, J=8.5Hz). 7.54 (m, 4H), 6.85 (d, 1H, J=8.5Hz), 
6.75 (m, 2H). 6.57 (d, 1H, J=8.5Hz). 6.42 (m. 1H), 5.39 (m, 1H), 1.91 (s, 3H). 1.24 (s. 
3H), 1.11 (s, 3H); 

Anal, calcd for C26H21CIF3NO2: 471.1213. Found: 471.1216. 

Example 2 1Q 

10-chlorO-9-hY(1roxv- < >-(3.5-dimethvlnhenvlV2 2 4.fri methv1.1H.2 5-HihvHm- 
f 1 lbenzonvranon.4-f1guinnlinft 
MS (DCI/NH3) m/z 432 (M+H) + ; 

1H NMR 5 9.52 (s, 1H), 7.95 (d, 1H, J=8.5Hz). 6.82 (m, 2H), 6.71 (m, 2H), 6.61 (s, 
2H), 6.36 (m, 1H), 6.42 (m, 1H), 5.40 (m, 1H), 2.31 (s, 6H), 1.92 (d, 3H, J=1.4Hz), 

1.24 (s, 2H). 1.14 (s, 2H); 
HRMS (FAB) cafcd m/z for C27H26CINO2: 421.1652. Found: 431.1650. 
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Example 22Q 

reHSS , 3'/?)-9-hY(1rOXV- 1 Q-mrthnxv-5.n -hvrf m xvmethvl.^vclnhPTPnvll- 
2 . 2.4-trimethvl-2..^-dihvf1rn. 1 H-n ^ n7 ,npvr a nnn 4- flqiiinnlin,. 

MS (DCI/NH3) m/z 438 (M+H)+; 

'H NMR (300 MHz, DMSO) 8 9.56 (s, 1 H), 8.01 (d, 7=8 Hz, 1 H), 6.77 (app s, 2 H), 
6.67 (d. 7=8 Hz, 1 H), 6.39 (br s, 1 H), 5.48 (d, 7=10 Hz, 1 H), 5.42 (br s. 1 H), 5.10 
(br s, 1 H), 4.42 (t, 7=6 Hz, 1 H), 3.65 (br d, 7=6 Hz, 2 H), 2.28-2.18 (m, 2 H), 2.05 (br 
s, 3 H). 1.94-1.87 (m, 2 H), 1.75-1.64 (m, 1 H), 1.52-1.42 (m, 1 H), 1.36-1.27 (m, 1 
H), 1.29 (s, 3 H), 1.10 (s, 3 H); 

HRMS (FAB) calcd m/z for C26H28CINO3: 437. 1758. Found: 437.1756. 

The C-5 lactol-9-rm-butyldimethylsilyl ether of Core 2 and 3-cyclopentenyl 
trimethylsilane were processed as above to give a 2: 1 diastereomeric product mixture which 
was subjected to HPLC on an (R.R) WHELK-O 1 column eluting with 2% ETOH in 
hexanes to provide the individual enantiomers. 



Example 27.1 

(-) 2 . 5(S)-dihvriro-9-hvdroxv-10-chioro-^ 

rnbenzonvninon.4-flqiiin 9 )j nft 
[a] 23 D =-220° (c 0.012, CHCI3); 
MS (DCI/NH3) m/z 394 (M+H) + ; 

1H NMR (300 MHz, DMSO-dfi) 5 9.55 (s. 1H). 8.00 (d, 1H), 6.75 (d, 1H), 6.72 (d, 
1H). 6.63 (d, 1H), 6.36 (s, 1H). 5.73 (ddd, 1H), 5.44 (d, 1H), 5.40 (s, 1H). 5.17 (ddd, 
1H), 2.78 (m, 1H), 2.35 (m, 1H). 2.15 (m, 1H), 2.05 (s, 3H), 1.80 (m, 1H), 1.72 (m, 
1H), 1.27 (s, 3H), 1.05 (s, 3H); 

«C NMR (400 MHz, DMSO-de) 5 148.7, 146.0, 144.0. 134.0, 133.6, 132.7, 129.9, 
127.9, 127.0, 123.7, 116.6, 115.8, 115.4. 114.2, 112.4, 76.1, 49.6, 48.2, 31.7, 29.8, 
27.8, 27.3, 24.4. 

Example 222 

^)2 ■ 5(S)-dihvdro-Q-hvd^OXV-10-chloro-2.2■4-trimpr h vl-S.nT?-rvHo r ^ntenvn-1H- 

f 1 lhenyonvrnnon.4-nq.nnni; ir 
[a] Z3 D =-232° (c 0.010, CHC1 3 ); 
MS (DCI/NH3) m/z 394 (M+H) + ; 

*H NMR (300 MHz, DMSO-d 6 ) 5 9.50 (bs, 1H), 8.02 (d. 1H), 6.75 (d. 1H), 6.72 (d, 
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1H), 6.63 (d, 1H), 6.39 (s, 1H). 5.74 (ddd, 1H). 5.60 (ddd, 1H), 5.46 (s, 1H). 5 39 (d 
1H), 2.83 (m. 1H), 2.26 (m. 1H), 2.14 (m, 1H). 2.09 (s, 3H), 1.55-1.40 (m, 2H) 1 27 
(s, 3H), 1.01 (s, 3H); 

13 C NMR (400 MHz, DMSO-de) 5 148.7. 146.0, 144.6, 134.1, 132.8, 132.0. 131.7. 
127.8, 126.8, 123.6, 117.4. 115.9, 115.8. 115.5. 114.2, 112.3, 76.4, 49 4. 48 0 31 7 
29.5, 27.2, 24.5. 23.8. 



Example 27^ 

l Q-ch I orft-9-hYdrnxY-5-f3..5-dichlnmnh e nvn-7 ? 4.tr, m f >thvi-m.9 s.Hj h y f1m _ 

fl1henyn P vran "n.4-fl^iiifnnlinft 
MS (DCI/NH3) m/z 472 (M+H)+; 

1H NMR 5 9.40 (s, 1H), 8.01 (d, 1H. J=8.5Hz), 7.43 (m, 4H), 6.85 (d, 1H, J=8.5Hz), 
6.71 (m, 1H), 6.57 (d. 1H, J=8.5Hz), 6.42 (m. 1H). 5.47 (m, 1H), 1.81 (s. 3H). 1 29 (s 
3H), 1.09 (s, 3H); 

HRMS (FAB) calcd m/z for C25H20CI3NO2: 471.0559. Found: 471.0556. 

Example 72d 

(+)-(5K . 2. . 5-dihvdr0- o -hvdroxv-10-rh1orn-2 .7 a.tri m ethvl.S.n.rvclnpenn.nvn-m. 

mbenzonvntnor3.4.f1qiiin n iij nf 
[a] D=+ 256° (c 0.046. CHCI3). 
MS (DCI/NH3) m/z 394 (M+H)+; 

!H NMR (300 MHz, DMSO-de) 5 9.50 (bs, 1H), 8.02 (d. 1H), 6.75 (d, 1H), 6.72 (d, 
1H). 6.63 (d, 1H), 6.39 (s, 1H). 5.74 (ddd, 1H), 5.60 (ddd, 1H), 5.46 (s, 1H), 5.39 (d. 
1H), 2.83 (m, 1H), 2.26 (ra, 1H), 2.14 (m. 1H). 2.09 (s. 3H), 1.55-1.40 (ra, 2H), 1 27 
(s, 3H), 1.01 (s. 3H); 

13 C NMR (400 MHz, DMSO-d 6 ) 5 148.7, 146.0, 144.6, 134.1, 132.8, 132.0, 131.7, 
127.8, 126.8, 123.6, 117.4, 115.9, 115.8, 115.5, 114.2, 112.3, 76.4, 49.4, 48.0, 31.7. 
29.5, 27.2, 24.5, 23.8. 



Example 27 S 

(+H5R, TR) 2,5-dihYdm-9-hvdrOXV-10-Chloro-2.2 4-trim>. fh y 1.5-n-rvrln | v.nt P n y n.1 H . 

r 1 Ihenzonvrnnon 4-flgm nn i j nf 
[a]"D=+244 0 (c 0.165, CHCI3); 
MS (DCI/NH3) m/z 394 (M+H) + ; 

*H NMR (300 MHz, DMSO-dg) 5 9.55 (s. 1H). 8.00 (d, 1H), 6.75 (d, 1H). 6.72 (d, 
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1H), 6.63 (d, 1H), 6.36 (s, 1H), 5.73 (ddd, 1H). 5.44 (d. 1H), 5.40 (s. 1H), 5.17 (ddd, 
1H), 2.78 (m, 1H), 2.35 (m, 1H). 2.15 (m, 1H), 2.05 (s. 3H). 1.80 (m, 1H), 1.72 (m 
1H), 1.27 (s. 3H), 1.05 (s, 3H); 

*3C NMR (400 MHz, DMSO-d 6 ) 6 148.7, 146.0, 144.0, 134.0, 133.6. 132.7, 129.9, 
127.9, 127.0, 123.7, 116.6, 115.8, 115.4. 114.2, 112.4, 76.1. 49.6. 48.2, 31.7, 29.8, 
27.8, 27.3, 24.4. 

Example 776 

l Q-ch l nrn-9-hYrtmxv-5.f3.4-<1iflnomnh e nvi^? 7 4-trim et hvi-m-7 s-Hthvn™. 
rnhenznpvmnnp 4-fimiinfTlinr 

MS (DCI/NH3) m/z 440 (M+H)+; 

1H NMR 5 9.41 (s, 1H), 7.94 (d, 1H, J=8.5Hz), 6.96 (m, 3H), 6.75 (m, 3H), 6.57 (d. 
1H. J=8.5Hz), 6.45 (m. 1H). 5.47 (m. 1H). 1.81 (s, 3H), 1.29 (s, 3H), 1.09 (s, 3H); 
HRMS (FAB) calcdm/z for C25H20CIF2NO2: 429.1150. Found: 429.1152. 

The chemistry described in Schemes 1-21 and Examples 1-215 was used with Core 

3 to prepare Example 227. 

Example 7.97 

9-lQ-m6thv1ftnpflio?fY-Vphenvi-2.2.4-trim P thvi-iH.? *;-Hih V H rn-rnh ft n^ P vr^ oH4- 

flquinpline 
MS (DCI/NH3) m/z 298 (M+H)+; 
1H NMR (200 MHz, DMSO-d 6 ) 7.72 (d, J=8.1 Hz, 1H). 7.20 (m, 5H), 6.82 (s, 1H). 
6.75 (d, J=8.8 Hz, 1H), 6.50 (d, J=8.1 Hz. 1H). 6.26 (s. 1H). 6.27 (d, J=8.8 Hz. 1H). 
6.05 (s, 1H), 5.98 (s, 1H), 5.4 (s, 1H), 1.87 (s. 2H), 1.20 (s, 2H). 1.17 (s, 2H). 

The chemistry described in Schemes 1-21 and Examples 1-215 was used with Core 

4 to prepare Examples 228-231. 

Examnle 228 

5-(3-propeny|)-9-chloro-1 0-ethenvl-2.2.4-fri mP t h vl-2.5-dihvrim- 1 H- 
fl Ihenrnpvmnnf j nr 
1H NMR 8 7.93 (d, 1H, J=8.5Hz), 7.20 (d, 1H, J=8.5Hz), 6.70 (d, 1H, J=8.5Hz). 6.64 
(d, 1H, J=8.5Hz), 6.34 (m, 1H). 5.81 (m. 2H). 5.46 (m. 1H), 5.03 (dm, 1H. J=10.5Hz), 
4.98 (dm, 1H, J=17.1Hz), 3.65 (s, 3H), 2.44 (m. 1H), 2.28 (m, 1H). 2.18 (s. 3H), 1.19 
(s, 3H), 1.17 (s, 3H); 

HRMS (ESI) m/z calc'd for C23H25CINO2: 381.1495. Found: 381.1490. 
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Example 7?Q 

9-Ch l orO-lP-methoxv-S-nhrnvl.r? 4.rri. m h ^ 2..S^ihvH. lHH . 
Illbenzonvnmnn 4-fjg„j nfr ]j nf 
»H NMR 5 7.98 (d, IH. J=8.5Hz). 7.42 (m. IH). 7.21 (m. 5H). 7.00 (d. IH. J=8.5Hz). 

™ 6 (d ' 1H * J=8 5HZ) - 6 42 (m ' 1H) * 5 47 (m « 1H >' 365 <*• 3H). 1.81 (s. 

3H), 1.29 (s, 3H). 1.09 (s. 3H); 1 

HRMS (ESI) m/z calc'd for for C26H24CINO2: 417.1495. Found: 417.1497. 

Exampte 7^ 

5-f3-propfinYl)-9-rhlnro-10-diflimmm ft thn Y v.? 7 4- rrin i e t hvi.9 f-fl jhyrtm m 
f llhenzonvranon 4.ffr 1 , 1 j nfT |j np 
™ R 5 7 58 (d ' 1H ' J = 8 " 5Hz >. 7-14 (m, 2H). 6.80 (dd. IH. J=7.3Hz). 6.64 (d. IH. 
J=8.5Hz), 6.24 (m, IH). 5.81 (m. 2H). 5.46 (m, IH), 5.02 (dm. IH. J=10.5Hz) 4 94 
(dm. IH, J=17.1Hz). 2.30 (m. 2H). 2.17 (s. 3H), 1.19 (s, 3H). 1.16 (s, 3H); mass 
spectrum (ESI) m/z: 418 (M+H); Calcd for C 23 H 22 CIF 2 N02: 417.1307. Found- 
417.1304. 

Example 71] 

9-chloro-10-(liflnornmfithox V .5-nhenvi.?..2.4-frin 1 ^ Y! -o 5 -dihvHm.m- 

f llbenzonvrannn 4-f| qil i n ^j nf 
'H NMR 5 7.77 (d. IH, J=8.5Hz), 7.44 (m, IH), 7.22 (m, 5H). 7.12 (d, IH. J=8.5Hz), 
6.84 (s. IH), 6.76 (t. IH, J=75Hz), 6.74 (d, IH, J=8.5Hz). 6.51 (m, IH), 5.39 (m, IH), 
1.78 (s. 3H), 1.26 (s, 3H), 1.14 (s. 3H); mass spectrum (ESI) m/z: 454 (M + 1); Calcd for 
C^H^CH^NC^: 453.1307. Found: 453.1304. 

TTie chemistry described in Schemes 1-21 and Examples 1-215 was used with Core 
5 to prepare Examples 232-233. 



Example 7-*2 

8-flvtQKH 0-mCfhoxy-5-nhcnvl-?.2.4.rrim^h Y| . ? 5-dihvH™. 1 g. 

rnhenrnpYmnnH 4-flniinPlinr 

IH NMR 8 7.95 (d. IH. J=8.5Hz). 7.30 (m. 2H). 7.20 (m, 5H). 7.00 (d, IH, J=8.5Hz), 
6.82 (s. IH), 6.43 (m. IH), 5.38 (m, IH). 3.56 (s, 3H). 2.17 (s, 3H). 1.25 (s, 3H), 1 13 
(s. 3H); mass spectrum (ESI) m/z: 402 (M+H); Calcd for C 26 H 24 FN02: 401.1791 Found- 
401.1795. 
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Anal. Calcd for C26H24FNO2: C, 77.78; H. 6.02; N, 2.49. Found: C, 77.66; H. 5.90; N, 
2.28. 

Example. 9Vf 

5 5-f3-propenYl)-8-flHom-10-methoxv.2.2 4-trim e thvi-? s-Hihy^p f. 

niben2onvranon.4-n n ,,innH Pr 
*H NMR 5 7.95 (d, 1H, J=8.5Hz), 7.30 (m, 2H), 7.20 (m, 5H), 7.00 (d, 1H, J=8.5Hz), 
6.82 (s, 1H), 6.43 (m, 1H), 5.38 (m. 1H), 3.56 (s, 3H), 2.17 (s, 3H), 1.25 (s, 3H), 1 13 
(s, 3H); mass spectrum (ESI) ra/z: 402 (M+l); Calcd for C26H24FNO2: 401.1791. Found- 
10 401.1795. 



The chemistry described in Schemes 1-21 and Examples 1-215 was used with Core 
6 to prepare Example 234. 

Example 234 

lQ-meth0XY-9-fl 1 10r0-5-r3-n m n ( »nvn-?.?4-frin, < »th Y > .lH-2 5-rfihy, 1 m . 

rnhenzn P vmnr>r* 4-fifminnlinn 

MS (DCI/NH3) m/z 366 (M+H) + ; 

! H NMR (300 MHz, DMSO) 5 7.87 (d. 7=8.5 Hz, 1 H), 7.00 (dd, 7=8.8, 2.2 Hz. 1 H), 
6.64 (d, 7=8.1 Hz, 1 H), 6.63 (d, 7=8.8 Hz, 1 H), 6.31 (d, 7=1.1 Hz, 1 H), 5.90-5.80 ' 
(m, J H), 5.79-5.75 (m, 1 H), 5.46 (s, 1 H), 5.05-4.95 (m, 2 H), 3.79 (s, 3 H), 2 17 (d 
7=1.1 Hz, 1 H), 1.17 (s, 6 H); ' 
HRMS calcd for C23H24FNO2 is 366.1869. Found 366.1869. 

The chemistry described in Schemes 1-21 and Examples 1-215 was used with Core 
7 to prepare Examples 235-296. 



Example 

l(^meth07tY-9-hvdroxv-5-n-nron<»nvn-2.2.4-trim < .t h vl-lH-2S-rfihY^^- 
rnbenzonvrannr^ 4.nqiM^li n p 

»H NMR (300 MHz, DMSO) 8 8.69 (s. 1 H), 7.92 (d, 7=8.5, 1 H), 6.62 (d, 7=8.5 Hz, 1 

H), 6.62 (d, 7=8.5 Hz, 1 H), 6.48 (d, 7=8.5, 1 H), 6.16 (d. 7=1.7 Hz, 1 H), 5.81 (ddt, 

7=17.3. 10.3, 6.6 Hz, 1 H), 5.67 (dd. 7=9.8, 3.3 Hz), 5.44 (s, 1 H), 5.02 (dd, 7=10.3, 

1.8 Hz, 1 H), 4.98 (dd, 7=17.3, 1.8 Hz. 1 H). 2.47-2.41 (m. 1 H). 2.34-2.27 (m. 1 H). 

2.16 (s, 3 H), 1.18 (s, 3 H), 1.16 (s. 3 H); 
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13C NMR (75 MHz, DMSO) 5 145.8. 145.1, 143.9, 142.9, 134.4, 133.4, 132.7. 127 5 
126.5. 117.8. 117.0. 116.3. 116.1. 114.3. 113.6. 112.4. 73.3. 59.3. 49.7. 364 292 ' 
28.9. 23.9. * ' 

MS (DCI/NH3) m/z 364 (M+H)*; 

5 Anal, calcd for C 23 H 24 N 2 0 2 : C. 76.01; H. 6.93; N. 3.85. Found C. 75.85; H. 7 18- N 
3.66. ' ' 



Example 73^ 

ft/-) 2.5-dihYdrO-9-hvdrOXV-10-mett,nrv.? ?.,4-trim < »rhv1.^ . n. C v R l nh( , Yf , nvl ^ 

10 fllhenzonvrannn 4-fiT"nolinft 

MS (DCI/NH3) m/z 404 (M+H)+; 

lH NMR (300 MHz, DMSO-d 6 ) 5 8.70 (s. 1H). 8.01 (d. 1H). 6.65 (d. 1H). 6.62 (d. 
1H). 6.53 (d. 1H), 6.27 (d, 1H), 5.82-5.65 (m, 2H), 5.45 (s. 1H), 5.33 (d. 1H). 3.65 (s. 
3H). 2.28 (m. 1H). 2.12 (s. 3H). 1.86 (m, 2H). 1.55 (m. 1H). 1.31 (s, 3H). 1.26-1 14 
15 (m, 3H). 1.03 (s. 3H); 

13 C NMR (400 MHz, DMSO-d 6 ) 5 145.4, 145.0, 144.1, 143.5. 133.6. 130.7. 128.1, 
127.9, 127.7, 126.1, 118.4, 117.8. 116.5, 114.4. 113.4, 112.1. 75.9, 59 3. 49 4 37 2 
29.6, 27.1, 24.7, 24.6. 23.7, 21.2. 

20 Example r\l 

W-)2.5-dihyrinv9-hvriroT V -i(^ 

lH-nibcn/onvranoR 4-figmnni;,^ 
MS (DCI/NH3) m/z 718 (M+H) + ; 

*H NMR (300 MHz, DMSO-d*) 5 8.66 (s. 1 H). 8.00 (d. J = 8.5 Hz, 1 H), 6.65 (d, J = 
15 8.5 Hz, 1 H), 6.62 (d. / = 8.5 Hz. 1 H). 6.55 (d. / = 8.5 Hz, 1 H), 6.24 (d. J = 1.5 Hz. 1 
H). 5.51 (br s, 1 H), 5.44 (br s. 1 H). 5.30 (d, J = 9.5 Hz. 1 H). 3.65 (s. 3 H). 2.30 - 
2.20 (m. 1 H). 2.11 (s. 3 H), 1.80 -1.54 (m, 3 H). 1.60. (s. 3 H). 1.30 (s. 3 H), 1.28 - 
1.08 (m, 3 H). 1.03 (s, 3 H); 

l3 C NMR (75 MHz. DMSO-d 6 ) 5 145.3. 144.9. 144.0. 143.6, 134.7. 133.5. 130.9. 

0 128.0. 126.1, 121.8. 118.3. 117.9. 116.5. 114.3. 113.3. 112.1. 76.2. 59.3. 49.4, 37.5. 
29.6. 29.5. 27.1, 24.5. 23.8, 23.7. 21.6. 

Example 

f-USS . 3' l S)-9-hYdrt>xY-r?-n-mrthYl-3-cvrlohry e nvn- in.m„ th 0 X v.2, 2 ,4.irim.»thvi.? 

1 dihvdro-lH-rnh^n 7 npvm n nn4-nn,, in pi i nff 
[a]D=- 158.8°; 
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MS (DCI/NH3) m/z 718 (M+H)*; 

»H NMR (300 MHz, DMSO-dfi) 6 8.66 (s, 1 H), 8.00 (d, 7=8.5 Hz. 1 H). 6.65 (d 7=8 5 
Hz. 1 H). 6.62 (d. 7=8.5 Hz. 1 H). 6.55 (d. 7=8.5 Hz. 1 H). 6.24 (d, 7=1.5 Hz 1 H) 
5.51 (br s, 1 H), 5.44 (br s. 1 H), 5.30 (d. 7=9.5 Hz, 1 H). 3.65 (s. 3 H). 2.30-2.20 (m. 1 
5 H). 2.1 1 (s. 3 H). 1.80 -1.54 (m. 3 H). 1.60. (s. 3 H). 1.30 (s, 3 H), 1.28-1.08 (m. 3 H) 
1.03 (s, 3 H); 

13 C NMR (75 MHz. DMSO-d 6 ) 5 145.3. 144.9. 144.0. 143.6, 134.7, 133.5, 130.9, 
128.0. 126.1, 121.8, 118.3, 117.9. 116.5. 114.3. 113.3. 112.1. 76.2, 59.3, 49 4 37 5 
29.6, 29.5, 27.1, 24.5, 23.8, 23.7, 21.6. 
0 Anal, calcd for C27H31NO3: C, 77.67; H, 7.48; N. 3.35. Found C. 77.65; H. 7.67; N, 



15 



Examnle ?M 

ft) (SR.3'R>-9-hYdroxv-5-r)-methv1-Wiohe y pnvn. i(y m e t ho*v.? 0 ^ mf , Tt lY |_ ? < 

dihvdro- 1 H-f 1 1hf n^onvrannR 4- flauinnIinP 

[a]D=+157.9 0 

MS (DCI/NH3) m/z 718 (M+H) + ; 

»H NMR (300 MHz, DMSO-de) 6 8.66 (s, 1 H), 8.00 (d, 7=8.5 Hz, 1 H), 6.65 (d, 7=8.5 
Hz. 1 H), 6.62 (d, 7=8.5 Hz, 1 H), 6.55 (d, 7=8.5 Hz, 1 H), 6.24 (d, 7=1.5 Hz, 1 H), 
5.51 (br s, 1 H), 5.44 (br s, 1 H), 5.30 (d, 7=9.5 Hz, 1 H), 3.65 (s. 3 H), 2.30:2.20 (m 1 
H), 2.11 (s. 3 H). 1.80 -1.54 (m. 3 H). 1.60. (s. 3 H), 1.30 (s, 3 H), 1.28-1.08 (m, 3 H), 
1.03 (s, 3 H); 

13 C NMR (75 MHz, DMSO-d 6 ) 5 145.3. 144.9, 144.0. 143.6, 134.7. 133.5, 130.9, 
128.0, 126.1, 121.8. 118.3, 117.9. 116.5. 114.3. 113.3. 112.1, 76.2. 59.3. 49.4. 37 5 
25 29.6, 29.5,27.1,24.5.23.8.23.7,21.6. 

Anal, calcd for C27H31NO3: C. 77.67; H, 7.48; N, 3.35. Found C, 77.65; H, 7.67; N 
3.36. 



20 



30 



35 



Examnle 740 

ft) ^R . r^VQ-hYdrOXY-S-n-methvl-^-cvrlohexenvn- IfWr ^ xv^?. A-trim^ y].? s. 
[a]o=+78.0° 

MS (DCI/NH3) m/z 718 (M+H) + ; 

»H NMR (300 MHz, DMSO-d*) 5 8.74 (s, 1 H), 7.99 (d. 7=8.8 Hz, 1 H), 6.66 (d. 7=8.8 
Hz. 1 H), 6.62 (d. 7=8.5 Hz, 1 H), 6.52 (d. 7=8.5 Hz, 1 H). 6.24 (d. 7=1.5 Hz. 1 H). 
5.41 (br s, 1 H), 5.41 (d, 7=10.3 Hz. 1 H), 4.84 (br s, 1 H), 3.63 (s. 3 H), 2.34-1.35 (m, 
7 H), 2.06 (s, 3 H), 1.49. (s. 3 H), 1.30 (s, 3 H). 1.09 (s, 3 H); 
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i*C NMR (75 MHz. DMSO-d 6 ) 8 145.3. 145.0. 144.0. 143.2, 135.5, 133.3, 131 3 
128.4, 126.2, 120.5, 118.1, 117.9, 116.5. 114.4, 113.5, 112.0, 75.3. 59.3. 495 36 8 
29.4. 27.5. 25.0. 24.1. 23.7, 20.2. 

HRMS calcd for C27H31NO3 417.2304. Found: 417.2305. 

5 

Example 741 

(-) f5S . 3 , R)-9-hYf1m\Y-5-ri-mprhv1-^^v C tnh ft v^nyl 1 - ] 0 . mM h^y r .'> -> 4-trim^thvl-? 
d i hYdm- 1 H-f 1 Ihpnznnvrannn 4-flgninfTlin f T 

[a]D=-79.4° 
10 MS (DCI/NH3) m/z 7 1 8 (M+H) + ; 

'H NMR (300 MHz, DMSO-ds) 8 8.74 (s, 1 H), 7.99 (d. 7=8.8 Hz, 1 H), 6.66 (d, 7=8.8 
Hz, 1 H). 6.62 (d. 7=8.5 Hz. 1 H). 6.52 (d. 7=8.5 Hz. 1 H). 6.24 (d. 7=1.5 Hz. 1 H). 
5.41 (br s. 1 H), 5.41 (d. 7=10.3 Hz. 1 H), 4.84 (br s. 1 H). 3.63 (s, 3 H). 2.34-1 35 (in 
7 H). 2.06 (s, 3 H), 1.49, (s, 3 H), 1.30 (s, 3 H), 1.09 (s. 3 H); 
»3C NMR (75 MHz, DMSO-d 6 ) 8 145.3, 145.0, 144.0. 143.2. 135.5. 133.3, 131.3 
128.4. 126.2. 120.5. 118.1. 117.9. 116.5. 114.4. 113.5. 112.0, 75.3, 59.3, 49.5, 36 8 
29.4, 27.5, 25.0, 24.1, 23.7, 20.2. 

Anal, calcd for C27H31NO3: C, 77.67; H, 7.48; N, 3.35. Found C, 77.55; H, 7.56; N 
3.34. 
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Example 7d0, 

rg/-(5S.TRy9-hvdroxv-5-n-hvdrPx^^ 

2.5-dihvdrO- IH-fl Ihenrnpyrn^n^-flgninrtl j nff 

MS (DCI/NH3) m/z 434 (M+H) + ; 

»H NMR (300 MHz, DMSO-de) 8 8.72 (s, 1 H). 7.98 (d, 7=8.8 Hz, 1 H), 6.65 (d, 7=8.8 
Hz, 1 H). 6.62 (d, 7=8.8 Hz, 1 H), 6.52 (d, 7=8.8 Hz, 1 H), 6.23 (br s, 1 H), 5.43-5.39 
(m, 2 H). 5.06 (br s, 1 H), ), 4.44 (t, 7=5.1 Hz, 1 H), 3.69-3.67 (m, 1 H), 3.67 (s, 3 H) 
2.32-2.22 (m. 1 H). 2.05 (s. 3 H). 1.94 -1.88 (m, 2 H). 1.74-1.61 (m, 2 H), 1.55-1.45 
(m, 2 H), 1.29 (s, 3 H), 1.10 (s, 3 H); 

»C NMR (75 MHz, DMSO-d 6 ) 8 145.4, 145.0, 144.0, 143.1, 140.4. 133.5. 131.2. 
128.2. 126.2. 120.5, 118.0. 118.0. 116.5. 114.4. 113.5, 112.1, 75.4. 65.6. 59.4, 49 5 
37.0. 29.8. 27.8. 25.8. 25.1, 24.3, 20.3. 

Anal, calcd for C27H 31 N0 4 : C. 74.80; H, 7.21; N, 3.23. Found: C, 74.59; H. 7.21; N, 
3.22. 
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Example 243 

ft/-) f3S . 3*R) 2..^ihYdm-9-hVf1mxv-10-methnxv-2.2 A-frim ( .t h vl-,'>-n .mPthylcvclnhPTF.n- 

3-Yl )- 1 H-mhen7onvranon.4-f| T .innli n( . 
5 MS (DCI/NH3) m/z 7 1 8 (M+H) + ; 

*H NMR (300 MHz, DMSO-de) 5 8.66 (s, 1 H), 8.00 (d, 7 = 8.5 Hz, 1 H), 6.65 (d, 7 = 
8.5 Hz, 1 H), 6.62 (d. 7 = 8.5 Hz, 1 H), 6.55 (d. 7 = 8.5 Hz. 1 H). 6.24 (d, 7 = 1.5 Hz. 1 
H). 5.51 (br s, 1 H), 5.44 (br s, 1 H), 5.30 (d. 7 = 9.5 Hz, 1 H), 3.65 (s, 3 H), 2.30 - 
2.20 (m, 1 H), 2.11 (s, 3 H), 1.80 -1.54 (m, 3 H). 1.60, (s, 3 H), 1.30 (s. 3 H), 1.28 - 
10 1.08 (m, 3 H), 1.03 (s, 3 H); 

»C NMR (75 MHz, DMSO-d*) 6 145.3, 144.9, 144.0, 143.6, 134.7, 133.5, 130.9, 
128.0, 126.1. 121.8, 118.3. 117.9, 116.5. 114.3, 113.3. 112.1. 76.2, 59.3, 49.4, 37.5, 
29.6, 29.5, 27.1, 24.5, 23.8, 23.7, 21.6. 

15 Example 244 

rg/-f . 5S . 3 , R)-9-hYdrOXV-5-n-methoxvmethvl-^-rvrlnh < .v < . nvn. IO-mPthnxv-2.2.4- 
tlim6lhvl-2.5-dihvdrO-1 H-rnhenznpvmn ^n^-nqinnnHnP 

MS (DCI/NH3) m/z 448 (M+H) + ; 

»H NMR (300 MHz, DMSO-de) 5 8.75 (s. 1 H), 8.00 (d. 7=8.5 Hz, 1 H), 6.67 (d, 7=8.5 
20 Hz, 1 H), 6.62 (d, 7=8.5 Hz, 1 H), 6.54 (d, 7=8.5 Hz, 1 H), 6.27 (d, 7=1.5 Hz. 1 H), 
5.461d, 7=9.9 Hz, 1 H). 5.38 (br s, 1 H), 5.21 (br s, 1 H), 4.33-4.29 (m, 1 H), 3.66- 
3.63 (m, 1 H), 3.65 (s, 3 H), 3.64 (s. 3 H). 2.32-1.45 (m, 7 H), 2.04 (s, 3 H), 1.29 (s, 3 
H), 1.07 (s, 3 H); 

AnaL calcd for C28H33NO4: C, 75.14; H, 7.43; N. 3.13. Found C, 74.81; H, 7.35; N, 
25 3105. 

Example 24S 

2 . 5-d i hYdrO-9-hvrirOx,V- 1 0-methoxv-5-nronvl-2.2 4-tri m< » t h vl- 1 H-rilhPnzopvrannn.4- 

flquinoline 

30 The C-5 lactol-9-TBS ether of core 7 and n-propylmagnesium chloride were 

processed as in example 251 to provide the desired compound: 

*H NMR (300 MHz, DMSO-de) 5 8.66 (s, IH), 7.90 (d, J=9 Hz. 1H), 6.60 (d, J=8 Hz, 
1H), 6.59 (s. 1H), 6.49 (d, J=9 Hz, 1H), 6.14 (br s, 1H), 5,57 (m, IH), 5.44 (br s, 1H), 
3.63 (s, 3H), 2.15 (s, 3H). 1.79-1.61 (m, IH), 1.48-1.08 (m, 5H), 1.16 (s, 6H), 0.78 (t, 
35 J=7 Hz, 3H); " C NMR (75 MHz, DMSO-de) 5 145.7, 144.9, 143.9. 143.1. 133.5, 

127.5. 126.4. 117.9. 116.3, 116.2, 114.2, 113.4, 112.1, 73.6, 59.3, 49.7, 31.9. 29.1. 
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28.8. 27.7, 23.8. 21.7. 13.9; MS (DCI/NH3) m/e (M+H)+ 380; Anal, calcd for 
C24H29NO3M/4H2O: CC. 75.07; H, 7.74; N, 3.65. Found: C. 74.78; H. 7.86; N. 3.29. 

The C-5 lactol-9-TBS ether of core 7 and 3-cycloheptenyl trimethylsilane were 
processed as above to give a 5:1 diastereomeric product mixture which was subjected to 
HPLC on an (R.R) WHELK-O 1 column eluting with 2% ETOH in hexanes to provide two 
levarotary enantiomers. 

Example 246 

(-) fSS.3'S) 2.5-dihvdro-9-hvdroxv- 1 0-methnxv.9 ?,4-fri mft thv1- 5 -n-nvplnh Pp tenvn-1 H- 

mhen^npvrannr^ A-pouinnlinft 
MS (DCI/NH3) m/z 418 (M+H)+; 

1H NMR (300 MHz, DMSO-de) 5 8.70 (s, 1H), 7.96 (d. 1H), 6.65 (d, 1H), 6.64 (d. 
1H), 6.21 (s, 1H), 5.55 (ddd, 1H), 5.53 (d. 1H), 5.46 (s, 1H), 5.31 (ddd, 1H), 3.65 (s, 
3H), 2.45 (m, 1H). 2.14 (m, 3H). 2.05-1.84 (m. 4H). 1.46 (m, 1H), 1.29 (s, 3H), 1.27- 
1.15 (m. 4H). 1.04 (s, 3H); 

«C NMR (400 MHz, DMSO-de) 5 145.3, 144.9. 144.0, 143.1. 133.7, 132.1. 131.6, 
131.2, 128.1, 126.1, 118.3. 117.9. 116.5, 114.4. 113.3, 112.1, 74.5, 59.3. 49.5, 38.9, 
29.5, 29.0, 28.7, 27.8, 27.2, 26.3, 23.8; 

HRMS calcd m/z for C27H31NO3: 417.2304 (M )*. Found: 417.2319. 
[a] 23 D =-134° (c 1.15. CHCI3). 

Example 247 

(-) (5S,3'R) 2.5-dihvdro-9-hvdroxv-10-methoxv-2.2.4.tri m ethvl-5-n-cvclohentenvn-1H. 

rnhen7onvrannn 
MS (DCI/NH3) m/z 418 (M+H)+; 

»H NMR (300 MHz. DMSO-d 6 ) 5 8.66 (s. 1H), 7.97 (d, 1H), 6.65 (d, 1H), 6.59 (d. 
1H). 6.45 (d, 1H), 6.22 (s, 1H), 5.93 (ddd, 1H), 5.72 (ddd. 1H), 5.50 (d, 1H), 5.45 (s, 
1H). 3.65 (s, 3H). 2.38 (m. 1H), 2.13 (s, 3H), 2.04 (m.lH), 1.82-1.70 (m, 2H), 1.50- 
1.05 (m, 5H), 1.30 (s, 3H). 1.02 (s, 3H); 

NMR (400 MHz, DMSO-d 6 ) 8 145.2, 144.8, 143.8, 143.2. 133.9, 133.6. 131.1, 
130.8, 128.0, 126.1, 118.6, 118.0, 116.5. 114.4, 113.4. 112.2. 75.3. 59.2, 49.4, 41.9, 
30.0. 29.6, 28.3. 28.0, 27.3, 26.1, 23.9; 

HRMS calcd m/z for C27H31NO3: 417.2304 (M ) + . Found: 417.2288. 
[a] 23 D =-122° (c 0.74, CHCI3). 
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Example. 348, 

2^-dihYdro-9-hYdm?tY-1Q-methoxv -? ? ^rim^u^ ^ u^.rnh,^^ ^ ± 

Qaianolins 

5 1H NMR (300 MHz, DMSO), 8 8.53 (s, 1 H), 7.93 (d, J=8.7 Hz, 1 H), 7.20-7.14 

(m, 5 H), 6.73 (d, J=8.7 Hz, 1 H), 6.66 (s, I H). 6.42 (d, J=8.9 Hz, 1 H), 6.33 (d, 
J=8.7 Hz, 1 H). 6.22 (d, J=1.7 Hz. 1 H), 5.37 (s, 1 H), 3.55 (s, 3 H), 1.80 (s, 3 H), 1.24 
(s, 3 H), 1.14 (s, 3 H); 13C NMR (300 MHz, DMSO), 8 145.7, 144.8, 143.8. 143.6. 
139.3. 133.1, 132.7, 130.2. 128.3, 127.8. 127.6. 127.5. 126.4. 126.1. 123.8. 118.4. 
10 117.8. 114.1. 114.0. 112.8, 112.2, 74.9. 59.0. 49.7. 29.7, 28.4, 23.2; MS ESI m/z 400 
(M+H)+; HRMS calcd for C26H 2 5N02 is 399.1834. Found 399.1839. 

Exntnplp ?49 

2.5-dihvdro-9-hvdroxv- 1 O-methnxv-? ? ^pmfrthvi.s.n 5 -difiiiom P h f ny |>. ] f f_ 

15 nibenzonvrannn 4-flg.» n ^i nP 

1H NMR (300 MHz, DMSO), 8 8.68 (s, 1 H), 7.95 (d, J=8.4 Hz. 1 H), 7.06 (tt, J=9.2, 
2.2 Hz, 1 H), 6.82 (dd. J=8.1. 1.8 Hz. 2 H); 6.77 (d. J=8.4 Hz. 1 H). 6.70 (s, 1 H). 6.48 
(d, J=8.4 Hz, 1 H). 6.42 (d, J=8.4 Hz. 1 H). 6.32 (d. J=1.5 Hz), 5.42 (s, 1 H). 3.56 (s, 3 
H), 1.84 (d, J-l.l Hz, 3 H), 1.25 (s, 3 H), 1.15 (s. 3 H); 13C NMR (300 MHz. DMSO). 
20 5 163.6 (d. J=12.81 Hz). 160.4 (d. J=12.81 Hz), 145.9, 145.2. 144.5. 144.4 (M=7.93 
Hz). 143.6, 143.3, 133.1, 129.0. 127.3. 126.6. 118.2. 117.9. 117.2. 114.5 (d. J=6.1 
Hz). 112.4, 111.4. 103.5. 73.8, 64.9, 59.1, 49.9, 29.6. 28.5, 23.2; MS ESI m/z 436 
(M+H)+; 

HRMS calcd for C26H22F2NO2 is 435.1646. Found 435.1657. 

Example ?SO 

2 . 5-dihYdr0-9-hvdr0XV-l(Vmethoxv-2.2 4^trin 1P ,h v l.5-r^.4«>-trifl,inmphenvn-lH- 

f nhenzonvnmon.4-flqiiin 0 l j nf 
1H NMR (300 MHz. DMSO). 5 8.76 (s, 1 H). 8.02 (d, J=8.4 Hz. 1 H), 7.08 (dd, J=6.98, 
1.8 Hz, 1 H), 6.86 (dd. J=7.3. 2.2 Hz. 1 H). 6.83 (d, J=8.8 Hz. 1H). 6.73 (s. 1 H). 6.55 
(d, J=8.8 Hz, 1 H), 6.47 (d, J=8.8 Hz, 1 H). 6.38 (d. J-1.5 Hz, 1 H), 5.46 (s, 1 H), 3.62 
(s. 3 H), 1.88 (d. J=l.l Hz. 3 H). 1.30 (s. 3 H), 1.13 (s. 3 H); 13C NMR (300 MHz, 
DMSO). 8 146.0, 145.3, 143.6, 143.1, 133.1, 128.7, 127.3, 126.7. 118.1 (d, J=15.87 
Hz). 117.1, 116.0. 115.9. 115.8. 114.05 (d. J=9.16 Hz). 113.0. 112.7. 112.4. 73.5. 
59.1. 49.8. 29.7. 28.4. 23.3, 
MS ESI m/z 454 (M+H)+; 

HRMS calcd for C26H22F2NO2 is 453. 1552. Found 453. 157 1 . 
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Exam pip 9S1 

5-butvl-2 . 5-dihYrirfy9-hYf1roxvn^ 

flquinolinft 

The C-5 lactol-9-tert-butyldimethylsilyl ether of core 7 (0.057 g, 0.122 mmol) was 
dissolved in 1,2-dichloroethane (5 ml), cooled to -10°C, and treated dropwise with 
BF 3 .OEt 2 (46 mL. 0.366 mmol). The resulting deep green solution was treated dropwise 
with an ethereal solution of n-butylmagnesium chloride (0.19 ml of a 2M / Et 2 0 solution, 
0.380 mmol). The color changed to yellow-brown. The reaction mixture was partitioned 
between saturated aqueous sodium bicarbonate and ethyl acetate, the aqueous layer extracted 
with ethyl acetate, the combined organics washed with brine, dried (MgS0 4 ), and 
concentrated to a yellow oil. 

The resulting yellow oil was dissolved in THF (5 ml), cooled to 0°C, and treated 
with tetrabutylammonium fluoride solution (0.14 ml ofa 1M/ THF solution, 0.14 mmol). 
After 10 minutes, the mixture was quenched by the addition of saturated aqueous 
ammonium chloride and pH 7.0 buffer, and the layers were separated. The aqueous layer 
was extracted with ethyl acetate, the combined organics washed with brine, dried (MgS0 4 ), 
and concentrated. The residue was purified by silica gel chromatography eluting with 25%' 
ethyl acetate in hexanes to give 0.032 g (72%) of the desired compound. 
»H NMR (300 MHz, DMSO-dg) 8 8.70 (s. 1H), 7.90 (d, J=8 Hz, 1H), 6.60 (d, J=8 Hz, 
1H), 6.59 (s, 1H), 6.49 (d, J=8 Hz, 1H), 6.16 (br s, 1H), 5.61 (m, 1H). 5.44 (br s, 1H), 
3.63 (s, 3H), 2.16 (s, 3H), 1.77-1.63 (m, 1H), 1.47-1.26 (ra, 3H). 1.17 (s, 3H), 1.16 (s, 
3H), 0.83 (m, 3H); « C NM R (75 MHz, DMSO-d 6 ) 8 145.7, 144.9, 143.9, 143.1, 133.5, 
133.3, 127.5, 126.4, 117.9, 116.3, 114.2. 113.4, 112.1, 73.2, 59.3, 49.7, 34.1, 29.1, 
28.9, 23.9, 18.6, 13.4; MS (DCI/NH3) m/e (M+H)+ 366; Anal, calcd for 
C23H 2 7N0 3 «1.25H 2 0: C, 71.20; H. 7.66; N. 3.61. Found: C, 71.48; H, 7.32; N. 3.52. 

The C-5 lactol-9-TBS ether of core 7 and 3-cyclopentenyl trimethylsilane were 
processed as above to give a 1:1 diastereomeric product mixture which was subjected to 
HPLC on an (R,R) WHELK-O 1 column eluting with 2% ETOH in hexanes to provide the 
individual enantiomers. 



Example ?S7 

(-) (5S.3^)2 , 5-dihYriro-q-hYciroxv-^^^ 

rilhenynpymr^p 4 -flqninnling 
MS (DCI/NH3) m/z 390 (M+H) + ; 

*H NMR (300 MHz, DMSO-d 6 ) 8 8.68 (s. 1H), 8.01 (d, 1H). 6.65 (d, 1H). 6.62 (d. 
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1H). 6.51 (d, 1H). 6.22 (s, 1H), 5.72 (dd, 1H), 5.41 (d. 1H), 5.40 (s, 1H), 5 17 (dd 
1H), 3.63 (s, 3H), 2.90-2.80 (m, 1H), 2.41-2.32 (m. 1H). 2.23-2.10 (m, 1H), 2 06 (s 
3H), 1.89-1.71 (in. 2H), 1.30 (s, 3H), 1.08 (s. 3H); 

«C NMR (400 MHz. DMSO-de) 8 145.5. 145.0, 143.9. 143.4. 133.5. 132.3. 132 2 
130.2. 128.1. 126.4, 117.8, 116.9, 116.4. 114.4. 113.4, 111.9. 75.7. 59.3. 49 5 48 7 
31.6.29.8.27.6,27.1,24.2; 

HRMS calcd m/z for C25H27NO3: 389.1991 (M ) + . Found: 389 1994 
to^o-lM 0 (c 0.800, CHCI3). 



10 



15 



Example 

(-) f5S . 3'R) 2 ., V(tihYdrn-9-hYdro?fY-10-methoxv-? ? 4-trifT, ft thvi.s-^- p VC i nn< , t1tftnv n. m . 

fllbenTionvranon 4-ngninr.iin^ 
MS (DCI/NH3) m/z 390 (M+H)+; 

1H NMR (300 MHz, DMSO-de) 5 8.67 (s. 1H). 8.02 (d. 1H), 6.65 (d, 1H), 6.62 (d, 
1H). 6.53 (d, 1H). 6.25 (s. 1H). 5.77 (ddd. 1H). 5.69 (ddd. 1H), 5.47 (s, 1H), 5 37 (s 
1H), 3.66 ( S . 3H). 2.90 (m, 1H). 2.34-2.13 (m. 2H). 2.10 (s, 3H). 1.55-1.41 (m. 2H) 
1.31 (s. 3H). 1.04 (s. 3H); 

NMR (400 MHz, DMSO-cfc) 8 145.5. 144.9, 144.0, 143.9, 133.6, 132.0, 131.7, 
131.5. 127.9, 126.2. 117.7, 117.6. 116.5. 114.4. 113.3. 111.9. 76.1. 59.3. 49.4. 48 6 
20 31.7, 29.5, 27.1, 24.6. 23.7; 

HRMS calcd m/z for C25H27NO3: 389.1991. Found: 389.1998. 
[a] 23 D =-132° (c 0.76, CHCI3). 



Examnlft 9«U 

25 2 . 5-dihvdro-9-hYClroxY-lO-mpfhoxv-2.2.4-trimpthvi-s.r^4-rf;f] 1 1 o rn ph ffn vn.iH. 

rilbenzonvmnr>rT4.flqmn n ij nf 
1H NMR (300 MHz. DMSO-d6). 8 8.65 (s, 1 H). 7.96 (d. J=8.8 Hz. 1 H). 7.31-7.17 (m. 
2 H). 6.98-6.95 (m. 1 H). 6.76 (d, J=8.8 Hz. 1 H). 6.67 (s. 1 H). 6.48 (d. J=8.4 Hz. 1 
H). 6.38 (d, J=8.4 Hz, 1 H), 6.29 (d, J=1.S Hz), 5.40 (s, 1 H), 3.57 (s. 3 H). 1.82 (d, 

30 J=1.5 Hz). 1.25 (s. 3 H). 1.14 (s. 3 H); 

12C-NMR (75 MHz. DMSO-d6) 8 145.9. 145.1, 143.6, 143.3. 137.3. 132.9. 129.5, 
127.4. 126.6, 125.2. 118.3. 117.8. 117.3. 117.1. 117.0. 116.8, 114.4, 114.3. 112.3. 
73.8. 59.1. 49.8. 29.7. 28.4. 23.3; 

HRMS calcd for C26H22NO2F2 is 435. 1646. Found 435. 1638. 
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Example 255 

2 . 5-dihYdrO-9-hY(1rQXV-10-mftthnxv-2"2.4-trirn f .r h vl-5-f4-n U omph ft nvn-1H. 

rnbenTiopvninon 4-fiqninolinr 

MS (DCI/NH3) 418 (M+H)+; 

1H NMR (300 MHz, DMSO-d6), 8 8.58 (s, 1 H), 7.95 (d, J=8.8 Hz, 1 H), 7.23-7.19 (m, 
2 H), 7.03 (dd. J=8.8, 8.8 Hz, 2 H), 6.74 (d, J=8.8 Hz, 1 H), 6.66 (s. 1 H). 6.44 (d, 
J=8.8 Hz. 1 H), 6.34 (d, J=8.8 Hz, 1 H), 6.24 (d, J=1.5 Hz), 5.38 (s, 1 H), 3.57 (s, 3 
H), 1.80 (d, J=1.5 Hz), 1.24 (s, 3 H). 1.14 (s, 3 H); 
HRMS calcd for C26H24NO2F is 417.1740. Found 417.1745. 

Example 256 

2.S-dihYdm-9-hVf1r0XV- 1 0-methoxv-7 2 4-trimethvl-S. n -triflunmm^hvlnhe.nvn-l H. 

mhenrnpvrannn 4-flgMjn^^ 

MS APCIm/z 468 (M+H)*; 

lH NMR (300 MHz, DMSO), 8 8.62 (s, 1 H). 7.97 (d, J=8.8 Hz, 1 H), 7.61-7.41 (m. 3 
H), 7.36 (s, 1 H), 6.75 (s, 1 H), 6.44 (d, J=8.4 Hz, 1 H), 6.35 (d, J=8.4, 1 H), 6.30 (d, 
J=1.5 Hz, 1 H), 5.40 (s, 1 H), 3.52 (s, 3 H), 1.80 (d, J-1.5 Hz, 3 H), 1.24 (s, 3 H), 1.15 
(s, 3 H); 13C NMR (300 MHz, DMSO), 8 145.9, 145.0, 143.5, 140.9 (d, J=17.01 Hz), 
140.9, 133.0, 132.6, 129.3, 129.2, 127.4, 126.6, 124.4, 118.3, 118.0, 117.4, 114.5 (d, 
J=7.32 Hz). 112.3, 74.2, 58.9, 49.8, 29.5, 29.4, 23.3. 
HRMS calcd for C27H24F2NO2 is 467.1708. Found 467.1708. 

Example 257 

2 . 5-dihYdrO-9-hvdrOXV-10-methoxv-2.2.4-tri m ethv1.^ . n-5-hrstrifliiommethv1phRnvn-m- 

mbenzonvranon4-flguino1ine 

MS APCI m/z 536 (M+H)+; 

1H NMR (300 MHz, DMSO), 8 8.69 (s. 1 H), 8.00 (d, J=8.8 Hz, 1 H), 7.96 (s. 1 H), 
7.80 (s, 2 H), 6.90 (s, 1H), 6.79 (d, J=8.4 Hz. 1 H), 6.46 (d, J=8.8 Hz, 1 H), 6.39 (d, 
J=1.3 Hz, 1 H), 6.37 (d. J=8.4 Hz. 1 H), 5.43 (s. 1 H), 3.51 (s, 3 H), 1.80 (d, J=0.73 
Hz, 3 H), 1.24 (s, 3 H), 1.15 (s, 3 H); 13C NMR (300 MHz, DMSO), 8 146.1, 145.3, 
143.6, 142.9, 133.2, 130.1, 129.7, 129.5. 127.2. 126.7, 124.9. 118.2, 117.2, 114.8. 
112.3, 73.5. 58.8, 49.8, 29.4, 28.3. 23.3. 
HRMS calcd for C28H22F6NO2 is 535. 1582. Found 535. 1573. 
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Examnle. 2SK 

2. 5-dihydro-9-hydroxy- 1 O-mcthoxv-? ? 4-trimethvi-s-n.^n„nrnm ft th vi-^ H omnh ft nvi v 

lH-r 1 Ihenzonvrannn^-flginnnHn,. 
MS(APCQm/z 502 (M+H)*; 

iH NMR (300 MHz, DMSO), 5 8.70 (s. 1 H), 7.97 (d, J=8.8 Hz, 1 H), 7.70-7.60 (m, 3 
H), 6.78 (s. 1 H), 7.55 (s, 1 H), 6.46 (d, J=8.8 Hz, 1 H), 6.38 (s, 1 H), 6.36 (d, J=8.8 
Hz. 1 H), 5.41 (s, 1 H). 3.53 (s, 3 H), 1.79 (s, 3 H) 1.28 (s, 3 H), 1.14 (s, 3 H); 
NMR (300 MHz, DMSO), 5 166.9, 146.0, 145.2, 143.6, 143.1, 139.6, 134.1, 133.0, 
131.7, 131.5. 128.6, 127.3, 126.7, 114.6. 112.3, 73.7, 59.0, 49.8, 67.4. 29.6. 29.8. 
28.3, 23.3, 23.2, 22.4, 13.8, 10.8. 

HRMS calcd for C27H22CIF2NO2 501.1319. Found 501.1326. 

Example 259 

2.5-d i hYdrO-9-hv<1rOXV-10-methoxv-2.2.4-trimPth v l.^-f2-mp.rhv1pmpvn-lH- 
f 1 lhenzopvmnnpt, 4-flqilinHf Ilf 

The C-5 lactol-9-^rt-butyldimeihylsilyl ether of core 7 and wo-butylmagnesium 
chloride were processed as in example 251 to provide the desired compound: 
1H NMR (300 MHz, DMSO-de) 5 8.69 (s. 1H). 7.90 (d. J=8 Hz, 1H), 6.61 (d. J=8 Hz, 
1H), 6.59 (d. J=8 Hz, 1H), 6.48 (d. J=8 Hz, 1H). 6.16 (br s, 1H), 5.71 (m, IH), 5.44 (br 
s. IH). 3.63 (s. 3H), 2.17 (s, 3H), 1.82-1.60 (m, 2H), 1.43-1.18 (m, IH), 1.17 (s. 3H), 
1.16 (s, 3H). 0.97 (d, J=7 Hz, 3H), 0.76 (d, J=7 Hz, 3H); *3 C NMR (75 MHz, DMSO- 
d 6 ) 6 145.8, 144.8. 143.8, 143.0. 133.5, 133.3, 127.5, 126.4, 117.9. 116.3, 116.1, 
114.2, 113.4, 112.1. 71.8. 59.3. 49.6. 29.1, 28.9, 24.6, 24.0. 23.3, 21.2; MS (FAB Hi 
Res) m/e calc'd for C24H29NO3: 379.2147. Found 379.2159. 

Example 260 

2.S-dihvdrO-9-hY(1roxv-10-methoxv-2.2.4-trimftth v1-5-n-niinm-4-chlorophenvn-1H- 

mbenzonvranof3.4-flquinn1inft 
The C-5 lactol-9-t£7t-butyldimethyIsilyl ether of core 7 and 3-fluoro-4-chlorophenyl 
magnesium bromide were processed according to Example 251 to provide the desired 
compound. 

IH NMR (300 MHz, DMSO-d 6 ) 5 8.72 (s. IH). 7.91 (d. J=8 Hz. IH). 6.59 (d. J=8 Hz. 
IH). 6.59 6.48 (d, J=8 Hz. IH). 6.16 (br s, IH). 5.71 (m. IH). 5.44 (br s. IH), 3.63 (s. 
3H), 2.17 (s. 3H). 1.82-1.60 (m. 2H). 1.43-1.18 (m. IH), 1.17 (s. 3H). 1.16 (s. 3H). 
0.97 (d, J=7 Hz, 3H). 0.76 (d. J=7 Hz. 3H). 
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Example. 

2 . 3-dihY(1ro-9-hvdroxv-10-merhoxv.2? 4.tr ^ eth vi.s.n.h,,r, Tvr |_ m _ 

rnhen^npvranA^^nnmnolin^ 

TheC-5 lactol-9-tm-butyldimethylsilyl ether of core 7 and l-butenyl-4-magnesium 
bromide were processed according to Example 251 to provide the desired compound. 

Example 262 

2 . 5-dihvriro-9-hvriroxv- 1 O-me fhoxv-5-rph,»nvi m e thvn-? ? /t-rrime.fhvi. i h. 
rnhenmpyrannp 4-fif]ninnlinr 

The C-5 lactoI-9-TBS ether of core 7 and benzylmagnesium bromide were processed 
as in example 25 1 to provide the desired compound: 

1H NMR (300 MHz, DMSO-d 6 ) 5 8.77 (s. 1H). 7.97 (d. J=9 Hz, 1H), 7.34-7.13 (m, 
3H), 7.11 (s, 1H), 7.10 (d. J=7 Hz. 1H), 6.67 (m, J=8 Hz, 1H), 6.65 (ra, J=8 Hz, 1H), 
6.42 (d, J=9 Hz, 1H), 6.20 (br s, 1H), 5.86 (dd, J=10, 3 Hz, 1H), 5.42 (br s. 1H), 3.69 
(s, 3H), 2.99 (dd. J=10, 14 Hz, 1H). 2.77 (dd, J=3, 15 Hz, 1H). 2.23 (s, 3H), 1.16 (s, 
3H), 1.15 (s, 3H); NMR (125 MHz, DMSO-de) 8 145.8, 145.0, 144.0, 142.8. 138.0, 
133.3, 132.4, 128.9 (2C), 121.1 (2C). 127.4, 126.4, 126.1, 117.9. 116.3. 116.2, 114.4, 
113.7, 112.5, 74.5, 59.4, 49.7. 37.9. 29.2. 29.0. 24.3; MS (DCI/NH3) m/e (M+H)+ 414; 
Anal, calcd for C27H 2 7N03-1/4H 2 0: C. 77.58; H. 6.63; N. 3.35. Found: C. 77 70; H 
7.07; N, 3.19. 

Example 263 

(-) (5S.3'R) 2„Vriihvrir0-9-hvdroxv-10-methnvv.? 2 .4-trimffthvl.S.ri-e.thvl-^- 
CVClohexenvn-lH-rnhpnznpvrann p^-nq.iinnlin ^ 

The mixture of diastereomers from example 277 were resolved on a Chiracel OJ 
HPLC column eluting with hexane:2-propanol (95:5) to give the desired product. *H NMR 
(300 MHz. DMSO-d 6 ) 5 8.67 (s, 1H), 7.99 (d, J=9 Hz, 1H), 6.65 (d, J=9 Hz, 1H). 6.62 
(d, J=9 Hz. 1H). 6.53 (d, J=8 Hz. 1H). 6.22 (s. 1H). 5.44 (d, J=12 Hz, 2H), 5.30 (d, 
J=10 Hz. 1H), 3.62 (s. 3H). 3.50-2.26 (m. 1H), 2.11 (s. 3H). 1.89-1.72 (m. 3H). 1.25- 
1.17 (m. 2H), 1.03 (2, 3H), .088 (t. J=7 Hz. 3H); 13 C NMR (75 MHz. DMSO-d 6 ) 5 
145.4, 144.9. 144.0, 143.7. 140.1. 133.6. 130.9, 127.9. 126.1. 120.0. 118.2, 117.8. 
116.6, 114.3, 113.3. 112.0, 76.2. 59.3. 49.4, 37.7, 30.2. 29.6. 27.7, 27.2. 24.9. 23 7. 
21.6. 12.3. 
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Example lift 

(-) fS) 5-€YCiftPPntYl-2.5-dihv(iro-Q.hvdm»v.in. M1r t hoxv-2 ? d-tri^ y]. ^ 
fnhen7.onvranon.4-ngiii nn ij nf » 
5 The C-5 lactol-9-TBS ether of core 7 and cyclopentylmagnesiura chloride were 

processed as in Example 25!. The resulting racemic product was resolved into its 
constituent enantiomers by HPLC on a (R, R^WHELK-Oj column eluting with 2% EtOH 
in hexanes to give the desired compound as the first eluenc 

1H NMR (300 MHz, DMSO-d 6 ) 8 8.66 (s, IH), 8.00 (d8, 1H), 6.63 (d8, 1H), 6.61 (d, 
10 J=8 Hz, 1H), 6.48 (d, J=8 Hz, 1H), 6.24 (br s, 1H), 5.45 (br s, 1H), 5.35 (d, J=10 Hz, 
1H). 3.65 (s, 3H). 2.15 (s, 3H), 2.12-1.97 (m, 1H), 1.60-1.43 (m, 4H), 1.42-1.22 (m, 
2H). 1.19-1.07 (m. 2H), 1.31 (s, 3H), 1.02 (s. 3H); MS (DCI/NH3) m/e (M+H)+ 392.' 



15 



Example ?6<f 

M (K) 5-CVCl0nfntvl-2..')-dihvdrn-9-hvrimvv.1f>. r Tle thnxv-? 7 d-trimethvl-IH- 

mbenzonvranon.4-n quinnlinft 
The racemic product from Example 264 was resolved into its constituent 
enantiomers by HPLC on a (R, R)-WHELK-0! column eluting with 2% EtOH in hexanes 
to give the desired compound as the second eluent: 
20 1H NMR (300 MHz, DMSO-d 6 ) 5 8.66 (s, 1H), 8.00 (d8, 1H), 6.63 (d8. 1H),.6.61 (d, 
J=8 Hz, 1H). 6.48 (d, J=8 Hz, 1H), 6.24 (br s, 1H), 5.45 (br s, 1H), 5.35 (d, J=10 Hz, 
1H). 3.65 (s. 3H), 2.15 (s, 3H), 2.12-1.97 (m, 1H). 1.60-1.43 (m, 4H), 1.42-1.22 (m,' 
2H), 1.19-1.07 (m. 2H), 1.31 (s, 3H), 1.02 (s, 3H); MS (DCI/NH3) m/e (M+H)+ 392. 

25 Example 2fifi 

2,5-dihYrirO-9-hvdroxv- 1 0-methnxv.S.n - propvn V n-7 i ?.4-trimfithvl- 1 H. 
rilbenzoovmnon^-nqiiinnl^p 
The C-5 lactol-9-TBS ether of core 7 and propargylmagnesium bromide (Gaoni,Y:, 
Leznoff, C.C:,Sondheimer. J. Am. Chem. Soc. 1968, 90, 4940-4945.) were processed as 
in Example 251 to give the desired compound. lH NMR (300 MHz, DMSO-d 6 ) 5 8.77 (s, 
1H), 7.92 (d, J=9 Hz, 1H), 6.63 (dd, J=9, 8 Hz, 2H). 6.54 (m, 1H), 6.17 (s. IH). 5.82* 
(dd, J=9, 9 Hz. IH), 5.44 (s. IH), 3.68 (s. 3H), 2.78 (t, IH). 2.44-2.36 (m, 2H), 2.18 
(s. 3H), 1.17 (d, J=5 Hz, 6H); " c nmr (75 MHz DMS o-d 6 ) 8 145.9. 145.5, 145.4, 
145.2, 143.9, 142.3. 133.5, 132.6. 131.4. 127.4, 126.5, 117.4. 116.5. 115.8, 114.5. 
114.0. 112.6. 91.4. 80.7. 72.5. 59.4. 49.8. 29.3, 29.0. 23.9, 23.3. 22.4. 
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Examnle. ?*7 

flquinoline 

The C-5 lactol-9-TBS ether of core 7 and /.w-propylmagnesium chloride were 
processed as in Example 251 to provide the desired compound. 

1H NMR (300 MHz, DMSO-de) 8 8.65 (s, 1H), 7.99 (d8. 1H), 6.64 (d. J=8 Hz. 1H), 
6.61 (d, J=8 Hz. 1H). 6.51 (d. J=8 Hz, 1H). 6.22 (br s. 1H), 5.44 (br s, 1H), 5.26 (d, 
J=10 Hz. 1H), 3.64 (s, 3H), 2.16 (s, 3H). 1.85-1.67 (m. 1H), 1.30 (s. 3H). 1.02 (s. 3H). 
0.93 (d. J=6 Hz, 3H), 0.64 (7, 3H); 13C NMR (75 MHz, DMSO-d 6 ) 5 145.3, 144.8. 
144.0. 143.7. 133.5. 131.6. 128.2. 126.1. 118.4. 117.9. 116.5, 114.3, 113.2, 112.0, 
77.7, 59.3, 49.4, 30.7. 29.7. 27.2, 23.9, 19.5, 17.9; MS (DCI/NH3) m/e (M+H)+ 366; 
Anal, calcd for C 2 3H27N03'1/4H 2 0: C, 74.67; H. 7.49; N. 3.79. Found: C. 74.81; H 
7.39; N, 3.67. 



Example 26R 

2 . 5-dihYdro-9-hYf1royy- 1 Q-methoxv-7 7.4-trim^hvi.s. ^ .mftthn^ v-?.«hienvn-i h. 

mbenZOnvranon 4-flqiiinnlinP 

The C-5 lactol-9-TBS ether of core 7 and 2-methoxythiophene were processed 
according to Example 276 to provide the desired compound. 

IH NMR (300 MHz, DMSO-de) 8 8.63 (s. 1H). 7.93 (d. J=8 Hz. 1H). 6.70 (d. J=8 Hz, 
1H), 6.65 (s, 1H), 6.50 (d. J=8 Hz, 1H), 6.39 (d. J=9 Hz, 1H), 6.28 (d. J=3 Hz, 1H), 
6.23 (br s, 1H). 5.97 (d. J=3 Hz. 1H). 5.38 (br s, 1H), 3.72 (s3). 3.59 (s, 3H), 1.97 (s, 
3H), 1.22 (s, 3H), 1.13 (s. 3H); 13C NMR (75 MHz, DMSO-dg) 5 166.2, 145.7, 145.1, 
143.6, 143.5, 132.9. 130.2, 128.7, 127.6. 126.4. 126.0. 118.3, 117.2. 117.2, 114.2. 
112.4. 102.7, 71.5, 59.7, 59.1, 49.8. 29.8. 28.6. 22.9; MS (DCI/NH3) m/e (M+H)+ 436; 
Anal, calcd for CzsHzsNC^S-lM^O: C, 68.24; H, 5.84; N. 3.18. Found: C. 68.52; H. 
6.19; N, 3.00. 



Example 269 

f±)2.5-d i hYdrO-9'hYdrO^V-l 0-methoxv-? 7.4-trimethvl.«;. re .3.4.'S 6-pgntafluoronhenvn- 

lH-rilhen7onvrannn4.f |q U i n nlinp. 
The C-5 lactol-9-TBS ether of core 7 and pentafluorophenylmagnesium bromide 
were processed to give the desired compound which was purified by flash chromatography 
eluting with 4:1 hexane/ElOAc. 
MS (DCI/NH3) m/z 490 (M+H) + ; 
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'H NMR (300 MHz. DMSO-d 6 ) 5 8.75 (s. IH). 7.83 (d, IH). 6.82 (S. IH). 6 67 (d 
IH) . 6.44 (d. IH). 6.33 (d. IH). 6.19 (s. IH). 5.37 (s. IH). 3.53 (s. 3H). 1.77 (s. 3H) 
1.17 (s, 3H). 1.06 (s. 3H); ' 
13C NMR (400 MHz. DMSO-d*) 5 146.1. 145.8. 143.8. 142.9. 133.4. 128 4 127 0 
126.2, 118.6. 118.1. 117.6. 114.5. 114.2. 113.3, 112.2. 105.0. 68.6. 58.9, 49.9. 29.8. 
28. 3» 23.1; 

Anal, calcd for C^oNOsFj • 0.5 H 2 0: C, 62.65; H. 4.25; N. 2.81. Found: C. 62 4- H 
4.28; N, 2.73. ' 
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Example 97f) 

W 2 . 5-(1ihYdm-9-hvdroxv-io-m ft thn T v.? ? 4 -trirn<>thvi.sr<;).p f < ;H 
hYdroxY m ftfhv|rY r iop enten .v vn . m -rnh ff n 7 npvr.n n fM . fl niT jn fTl jn r 

MS (DCI/NH3) m/z 420(M+H)+; 
.H NMR (400 MHz, DMSO-d*) IH NMR (200 MHz. DMSO-d6) 8 8.77 (s IH) 8 04 (d 
IH). 6.67 (d, IH). 6.62 (d, IH), 6.52 (d. IH), 6.24 (bs, IH), 6.12 (dd. IH), 5.50 (d ' 
IH). 5.42 (bs, IH). 2.64 ( s> 2H), 2.57 (s. 2H). 2.75-1.09 (m, 14H). 

Example. 71] 

(+/-) 2 . 5-riihY(1ro-9-hvdrPxv-10-methoxv-r^ 
methv I carboxYi a r r rvr1onenfcn-3-viviH-rnhen 7 npvr a n»r 1 , 4 .nn,,innnn. 
_The C-5 lactol-9-TBS ether of core 7 and 3-cyclohexenyl trimethylsilane were 
processed as above to give a 3:2 diastereomeric product mixture which was subjected to 
HPLC on an (R.R) WHELK-O 1 column eluting with 2% EtOH in hexanes to provide the 
individual enantiomers. 

Example 773 

ri1hen7n r vrn n^f 1 ,4- f1ouinnlin < > 
MS (DCI/NH3) m/z 404 (M+H)+; 

IH NMR (300 MHz, DMSO-de) 5 8.70 (s, IH). 7.99 (d, IH), 6.65 (d, IH), 6.62 (d 
IH), 6.52 (d, IH). 6.20 (d, IH). 5.61 (ddd. IH). 5.46 (d. IH). 5.41 (s, IH). 5.10 (dd. 
H). 3.66 (s, 3H), 2.27 (m, IH), 2.10 (s, 3H). 1.99-1.72 (m, 2H), 1.70-1.55 (m. 3H), 
1.35 (m, IH), 1.29 (s. 3H). 1.06 (s, 3H); 

13C NMR (400 MHz, DMSO-d 6 ) 5 145.4, 145.0, 143.4, 143.0. 133.5, 131 0 128 9 
128.1. 126.4. 126.3. 117.9. 116.5. 114.4. 113.5. 112.1, 75.2. 59.3, 49.5, 36.9, 29.7. 
27.6,25.5.24.6.24.3,20.0; 
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[ar D =-162° (C 0.11, CHCI3). 

Example 273 

(-) (5S . 3'R) 2.5-dihvdrO-9-hvriroxv-10-metho*v-2 7 4 -trim ft fhvl-S-n-cvr1nhPxPn V 1 vih - 

rnhenznpvmnn^^fiqninnlinff 

MS (DCI/NH3) m/z 404 (M+H)+; 

*H NMR (300 MHz, DMSO-dfi) 5 8.70 (s, 1H), 8.01 (d, 1H), 6.65 (d, 1H). 6.62 (d, 
1H), 6.53 (d, 1H), 6.27 (d, 1H), 5.82-5.65 (m. 2H), 5.45 (s, 1H), 5.33 (d, 1H), 3.65 (s, 
3H), 2.28 (m, 1H), 2.12 (s, 3H), 1.86 (m, 2H), 1.55 (m, 1H), 1.31 (s, 3H), 1.26-1.14 
(m, 3H), 1.03 (s, 3H); 

"C NMR (400 MHz, DMSO-ds) 8 145.4, 145.0, 144.1, 143.5, 133.6, 130.7, 128.1, 
127.9, 127.7, 126.1, 118.4, 117.8, 116.5, 114.4, 113.4, 112.1, 75.9, 59.3, 49.4, 37.2, 
29.6, 27.1, 24.7, 24.6, 23.7, 21.2; 
[a] 23 ^-^ 0 (c 0.50. CHCI3). 

Example 274 

2 . 5-d i hYdr0-9-hvdr0XV-10-methoxv-2.2 4-trimethv1-S - r2-thienvn-1H-rnhen7npvr a nnp i 4- 

flquinoline 

A 0.24 M solution of 2-thienylzinc chloride was prepared by diluting 2-thienyl 
Uthium (1.0 ml of a 1M/THF solution, 1.0 mmol) with ethyl ether (2 ml), cooling to 0°C, 
treating with ZnCl 2 (1.1 ml of a 1M/Et 2 0 solution, 1.10 mmol), and allowing to come to 
room temperature. The resulting heterogeneous mixture was stirred vigorously. 

The C-5 lactol-9-TBS ether of core 7 and the 2-thienylzinc chloride from above were 
processed according to Example 251 to provide the desired compound: 
1H NMR (300 MHz, DMSO-d 6 ) 6 8.65 (s, 1H), 7.95 (d, J=9 Hz, 1H), 7.39 (dd, J=5, 1 
Hz, 1H), 6.85-6.82 (m, 2H), 6.74 (m, 1H), 6.72 (d, J=8 Hz, 1H), 6.48 (d. J=8 Hz, 1H), 
6.37 (d, J=9 Hz. 1H), 6.28 (br s, 1H), 5.39 (br s, 1H), 3.59 (s, 3H), 1.93 (s, 3H), 1.22 
(s, 3H). 1.14 (s. 3H); 13 C NMR (75 MHz. DMSO-ds) 5 145.7, 145.1, 143.7, 143.6, 
143.5, 133.0, 130.8, 127.9, 127.5, 127.0, 126.5, 126.4, 118.3, 117.1, 114.4, 114.2, 
112.4, 70.9, 59.0, 49.8, 29.7, 28.6, 23.0; MS (DCI/NH3) m/e (M+H)+ 406; Anal, calcd 
for C24H23NO3S: C, 71.09; H, 5.72; N, 3.45. Found: C. 70.93; H. 6.00; N. 3.27. 
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ExampTf. T7<i 

(±) 2.S-dihYdrfv9-hvdmxv)0-niRthoxv.? 9 ^T "mftthvl.S.f7.methv1ph,»nvn -1H. 

rMbenzopvrannr3.4-nqiiinr>1f TK 
The C-5 lactol-9-TBS ether of core 7 and o-tolylmagnesium bromide were processed 
to give the desired product which was purified by flash chromatography eluting with 4:1 
hexane/EtOAc. 

MS (DCI/NH3) m/z 414 (M+H)+; 

1H NMR (300 MHz, DMSO-d 6 ) 8 8.43 (s, 1H), 7.79 (d. 1H), 7.02 (d. 1H), 6.92 (dt, 
1H). 6.72 (t, 1H), 6.59 (d, 1H), 6.55 (s, 1H). 6.54 (d, 1H), 6.24 (d, 1H), 6.12 (d. 1H), 
6.07 (s, 1H). 5.20 (s, 1H), 3.48 (s. 3H), 2.44 (s, 3H), 1.54 (s, 3H), 1.09 (s. 3H), 0.98 
(s, 3H); 

«C NMR (400 MHz, DMSO-d 6 ) 5 145.9, 145.0, 143.9, 143.6, 137.5, 136.6, 132.6, 

130.6, 130.5. 128.8, 128.1, 127.6, 126.4. 124.9. 118.7, 118.2, 117.8, 114.1, 114.0, 

111.7, 73.7, 59.2, 49.8. 30.0, 28.3. 22.5. 19.3; 

Anal, calcd for C27H27NO3: C, 78.42; H. 6.58; N.3.39. Found: C, 78.07; H, 6.85; N. 
3.09. 

Example 276 

2 . 5-dihYdrO-9-hvdrOXY- 1 0-methoxv-? tJ.^trimethvl-S - Q-acetny vrnqthvl-^-pmppnyn. 1 H- 

Mlhenzonvrnnnn 4-flqnmnW 
The C-5 lactol-9-TBS ether of core 7 (0.150 g. 0.321 mmol) was dissolved in 
dichlororaethane (15 ml), treated with 2-[(trimethylsilyl)methyl]-2-propene-l-yl acetate 
(0.180 g, 0.962 mmol). cooled to -78°C, treated dropwise with BF 3 »Et 2 0 and allowed to 
warm to 0°C. After 10 minutes, the reaction mixture was partitioned between saturated 
aqueous bicarbonate and ethyl acetate, layers separated, aqueous layer extracted with ethyl 
acetate, the combined organics washed with brine, dried (MgSO^ and concentrated. 

The resulting yellow oil was dissolved in THF (10 ml), cooled to 0°C, and treated 
with tetrabutylammonium fluoride solution (0.35 ml of a 1M / THF solution. 0.35 mmol). 
After 10 minutes, the mixture was quenched by the addition of saturated aqueous 
ammonium chloride and pH 7.0 buffer, and the layers were separated. The aqueous layer 
was extracted with ethyl acetate, the combined organics washed with brine, dried (MgS0 4 ). 
and concentrated. The residue was purified by silica gel chromatography eluting with 25% 
ethyl acetate in hexanes to provide 0. 1 25 g (89%) of the desired compound. 
1H NMR (300 MHz, DMSO-de) 5 8.74 (s. 1H), 7.92 (d, J=8 Hz. 1H). 6.63 (d. J=8 Hz. 
1H), 6.62 (d, J=8 Hz. 1H), 6.41 (d. J=9 Hz. 1H), 6.21 (br s. IH). 5.85 (dd, J=2. 10 Hz, 
1H), 5.44 (s. 1H), 5.08 (s. 1H). 4.92 (s. 1H). 4.58 (ABq, J=13, 30 Hz, 2H). 3.65 (s. 



-194- 



WO 99/41256 



PCT/US99/03127 



3H), 2.23 (m, 2H), 2.17 (s, 3H), 1.99 (s, 3H), 1.18 (s, 3H), 1.15 (s, 3H); MS 
(DCI/NH3) m/e (M+H)+ 436; Anal, calcd for C26H29NO5: C, 71.71; H, 6.71; N, 3.22. 
Found: C, 71.34; H, 6.98; N, 3.12. 

5 Example 277 

C±) (SR.3'S) 2.5-dihvdro-9-hvdroxv-10-methoxv-2.2.4^^^ 

Cvclohexenvn-lH-rnbenzopyr anof3.4>f)quinoline 
To 77 ml of a 0.36 M THF solution of dimethylphenylsilyl methyl cuprate (27.7 
mmol) ( Fleming,!; Newton, T. W.J. Chenu Soc. Perkin Trans. /, 1984, 1805.) at 

10 -23°C was added 3-ethyl-cyclohex-2-ene-l-one (2.73 g, 27.0 mmol). The mixture was 
stirred for 1 hr at -23 °C, then for 2 hr at 0°C, treated with N-phenyl-bis- 
(trifluoromethanesulfonimide) (4.43 g, 26.4 mmol), allowed to warm to room temperature 
and stirred for 18 hr. The reaction mixture was quenched with saturated aqueous sodium 
bicarbonate, filtered through celite, and the layers were separated. The organic layer was 

15 washed with saturated aqueous sodium bicarbonate, brine, and dried (Na 2 S0 4 ). The 

product was purified by silica gel column chromatography eluting with hexanes to give the 
intermediate triflate as a light yellow oil. 

The above triflate (0.70 g, 1.28 mmol) was combined with tributyltin hydride (0.92 
g, 2.13 mmol) in THF and added dropwise to a THF solution of 

20 tetrakistriphenylphosphinepalladium(0) (0.44 g, 3.5 mmol) and LiCl (0.45 g, 10.7 mmol) 
at room temperature. After the addition, the reaction was refluxed for 24 hr, cooled, filtered 
through a pad of celite, and stirred vigorously with saturated potassium fluoride solution for 
2 hours. The mixture was filtered through celite, diluted with ethyl acetate, and the layers 
were separated. The organic layer was washed with saturated aqueous sodium bicarbonate, 

25 brine, and dried (NazSO*). The product was purified by silica gel column chromatography 
eluting with hexanes to give 3-ethyl-3-dimethylphenylsilyl-cyclohexene as a colorless oil. 

The C-5 lactol-9-TBS ether of core 7 and 3-ethyl-3-dimethylphenylsilyl- 
cyclohexene were processed according to example 276 to give the product as a mixture of 
diastereomers that was separated on a (R,R,)-Whelk-01 HPLC column eluting with 

30 hexanerethanol (98:2) to give the desired compound. : l H NMR (500 MHz, DMSO-cfe) 5 
8.01 (d, J=8 Hz, 1H), 6.63 (d, J=8 Hz, 1H), 6.61 (d, J=9 Hz, 1H), 6.53 (d, J=9 Hz, 
1H), 6.20 (s, 1H), 5.48 (s, 1H), 5.44 (s, 1H), 5.32 (d, J=9 Hz, 1H), 3.64 (s, 3H), 2.26 
(m, 1H), 1.90-1.73 (m, 3H), 1.60 (m, 1H), 1.26-1.18 (m, 2H), 1.03 (s, 3H), .088 (t, J=7 
Hz, 3H); 13 C NMR (50 MHz, DMSO-d 6 ) 5 145.3, 144.8, 144.0, 143.6, 140.3, 133.5, 

35 130.8, 127.8, 126.0, 120.0, 118.1, 117.8, 116.5, 114.2, 113.2, 111.9, 76.1, 59.2, 49.4, 
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37.5, 30.1, 29.5, 27.7, 27.1, 24.8, 23.6, 21.6, 12.2; MS m/e calc'd for C28H3303N: 
431.2460. Found 431.2467. 

The C-5 lactol-9-TBS ether of core 7 and cyclohexylmagnesium chloride were 
5 processed to give a mixture of Examples 278 and 279 which were separated by flash 
chromatography eluting with 4:1 hexane/EtOAc. 

Example 278 

2.5-dihydro-9-hydroxY- 1 0-methoxy-2.2.4^ trimethy^-cyclohcxyl- lH-n lhen7.opyranor3.4- 
10 flquinoline 
MS (DCI/NH3) m/z 406 (M+H)+; 

*H NMR (300 MHz, DMSO-d6) 5 8.66 (s, 1H), 7.96 (d, 1H), 6.61 (d, 1H), 6.59 (d, 
1H), 6.47 (d, 1H), 6.18 (d, 1H), 5.42 (s, 1H), 5.30 (d, 1H), 3.64 (s, 3H), 2.13 (s,.3H), 
1.87 (m, 1H), 1.60-1.48 (m, 3H), 1.28 (s, 3H). 1.20-0.80 (m, 7H), 1.00 (s, 3H); 
15 l3 C NMR (400 MHz, DMSO-d6> 8 145.3, 144.8, 144.1, 143.8, 133.5, 131.1, 128.1, 

126.1, 118.5, 117.9, 116.6, 114.4, 113.2, 112.0, 76.8, 59.3, 49.4, 29.7, 29.5, 28.0, 
27.2, 25.8, 25.6, 25.3, 23.8; 

Example 279 

20 2.5.5-trmvdro-9-hvdroxv-10-mpthnxv-2.2.4-trimethv1-lH-ri1henzopvranon.4-flquinoline 
MS (DCI/NH3) m/z 324 (M+H)+; 

»H NMR (300 MHz, DMSO-d 6 ) 8 8.78 (s, 1H), 7.81 (d, 1H), 6.62 (d, 1H), 6.57 (d, 
1H), 6.53 (d, 1H), 6.22 (s, 1H), 5.40 (s, 1H), 5.05 (s, 2H), 3.62 (s, 3H), 2.01 (s, 3H), 
1.19 (s, 6H); 

25 13 C NMR (400 MHz, DMSO-d6> 8 146.6, 145.4, 145.3, 144.0, 131.5, 130.8, 128.1, 

126.2, 118.2, 118.0, 117.2, 113.9, 113.2, 111.2, 67.1, 59.4, 49.9, 29.0, 22.9; 

Example 280 

2.5-dihvdro-9-hvdroxv- 1 0-methoxv-2.2.4-trimethvl-5-f2-hvdroxvmethvl-^-propenvlVl H- 

30 nibenzopyranQr3.4-flquinQline 

Example 276 (0.032g, 0.074 mmol) was dissolved in THF/MeOH/H 2 0 
(5ml/lml/0.5ml), cooled to 0°C, treated with K 2 C0 3 (0.051 g, 0.367 mmol), and allowed 
to warm to room temperature and stir for 12 h. The mixture was partitioned between 
saturated aqueous ammonium chloride and ethyl acetate, the aqueous layer extracted with 

35 ethyl acetate, the combined organics washed with brine, dried (MgSC>4), and concentrated. 
The residue was purified by silica gel chromatography eluting with 25% then 50% ethyl 
acetate in hexanes to give 0.022 g (76%) of the desired compound. 
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1H NMR (300 MHz, DMSO-de) 5 8.71 (s, 1H), 7.92 (s, J=9 Hz, 1H), 6.62 (d, J=9 Hz, 
1H), 6.61 (d, J=8 Hz, 1H), 6.41 (d, J=8 Hz, 1H), 6.18 (d, J=l Hz, 1H), 5.86 (dd. Jail, 
1 Hz, 1H), 5.43 (br s, 1H), 5.02 (m, 1H), 4.80 (t, J=6 Hz, 1H), 4.74 (br s, 1H), 3.90- 
3.78 (m. 2H), 3.65 (s, 3H), 2.50-2.36 (m, 1H). 2.23-2.10 (m, 1H), 2.19 (s, 3H). 1.17 
5 (s, 3H), 1.16 (s, 3H); "c NMR (125 MHz, DMSO-d6) 8 145.9, 145.8, 144.9, 143.8, 
142.8, 133.2, 132.8, 127.6, 126.4. 117.7, 116.2, 116.2, 114.2, 113.6, 112.6, 110.6, 
72.1, 63.7, 59.4, 49.7, 35.4, 29.2, 28.9, 23.9; MS (DCI/NH3) m/e (M+H)+ 394. 

Example 281 

10 m6thYl2-r2.5-dlhvdro-9-hvdroxv-10-methoxv-2.2.4-trimethv1-lH-rnh e n7opvr a nnr^A-n- 

5-quinolinvn acetate 

The C-5 lactol-9-TBS ether of core 7 was processed as in example 46 to provide the 
intermediate silylated product. 

lH NMR (300 MHz, DMSO-d 6 ) 8 7.94 (d, J=9 Hz, 1H), 6.64 (dd, J=9, 3 Hz, 1H), 6.49 
15 (d, J=9 Hz, 1H), 6.27 (s, 1H), 6.14 (dd, J=10, 3 Hz, 1H), 4.45 (s, 1H), 3.63 (s, 3H), 
3.61 (s. 3H), 2.76-2.55 (m, 2H), 2.20 (s, 3H). 1.18 (s, 3H), 1.16 (s, 3H), 1.00 (s. 9H), 
0.21 (s, 3H), 0.16 (s, 3H); MS (APCI) m/e (M+H)+ 510, (M-H)- 508. 

The intermediate silylated compound above (0.030 g, 0.058) was dissolved THF (1 
ml) cooled to 0°C, and treated with tetrabutylammonium fluoride (58|iL of a lM/THF 
20 solution, 0.058 mmol). After 5 minutes, the mixture was poured over saturated aqueous 
NH4CI and extracted with ethyl acetate. The combined organic layers were washed with 
brine and dried (MgSQ*). The product was purified by silica gel chromatography eluting 
with 40% methyl f-butyl ether in hexane to provide the desired compound (0.019 g, 82%) 
as a white solid. *H NMR (300 MHz, DMSO-d 6 ) 5 8.80 (s, 1H), 7.93 (d, J=9 Hz, 1H), 
25 6.64 (d, J=9 Hz, 1H), 6.61 (d, J=9 Hz, 1H), 6.43 (d, J=9 Hz, 1H), 6.25 (s, 1H), 6.10 
(dd, J=10, 3 Hz, 1H), 5.45 (s, 1H), 3.66 (s, 3H), 3.60 (s, 3H), 2.77-2.52 (m, 2H), 2.21 
(s, 3H), 1.18 (s, 3H), 1.16 (s, 3H); MS (APCI) m/e (M+H)+ 396, (M-H)- 394. 

Example 282 

30 (Z) 2.5-dihvdro-9-hvdroxv-10-methoxv-2.2.4-trimRth vl-5-f2-hutenvn-1H- 

rilhenzopvrannr3.4-nqninf>1inp ! 
The intermediate silylated product from example 281 (0.445 g, 0.87 mmol) was 
dissolved in THF (4 ml), cooled to 0° C, treated dropwise with Dibal-H (2.69 mL of a 
1M/THF solution, 2.69mmol), and stirred for 30 minutes. The reaction mixture was 
35 poured over a rapidly stirring mixture of 100 mL of saturated aqueous potassium sodium 
tartrate and 100 mL of ethyl acetate and stirred for 1 hour. The layers were separated, the 
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aqueous layer extracted with ethyl acetate, the combined organic layers washed with 
saturated aqueous sodium bicarbonate, brine and dried (MgS04). The residue was purified 
by silica gel chromatography eluting with 20% then 30% methyl r-butyl ether in hexane 
followed by 6% ethyl acetate in dichloromethane to give the primary alcohol (0.293 g, 70%) 
as a white solid. l H NMR (300 MHz, DMSO-d6) 6 7.92 (d, J=9 Hz, 1H), 6.65 (d, J=9 
Hz, 1H), 6.61 (d, J=9 Hz, 1H), 6.57 (d, J=9 Hz, 1H), 6.21 (s, 1H), 5.88 (dd, J=10, 3 
Hz, 1H), 5.43 (s, 1H), 4.62 (t, J=5 Hz, 1H), 3.61 (s, 3H), 2.19 (s, 3H), 1.90-1.75 (m, 
2H), 1.62-1.47 (m, 2H), 1.17 (s, 3H), 1.15 (s, 3H), 0.99 (s, 9H), 0.20 (s, 3H), 0.15 (s, 
3H); MS (APCI) m/e (M+H)+ 482, (M-H)- 480. 

A stirring solution of oxalyl chloride (22 ^iL, 0.249 mmol) in THF (2 mL) was 
cooled to -78°C, treated with DMSO (24 jiL, 0.332 mmol), stirred for 5 minutes and treated 
dropwise with a solution of the above primary alcohol (0.080 g, 0.166 mmol) in 2 mL of 
THF. The resulting mixture was stirred for 40 minutes, treated with triethylamine (92.5 
pJL, 0.664 mmol) stirred a further 10 minutes and allowed to warm to 0° C. After 30 
minutes at 0°C the reaction mixture was partitioned between water and dichloromethane, the 
aqueous layer extracted with dichloromethane, and the combined organic layers dried 
(MgSOa). The product was purified by silica gel chromatography eluting with 20% then 
30% ethyl acetate in hexane to give the aldehyde (0.059 g, 73%) as a white solid. *H NMR 
(300 MHz, DMSO-d 6 ) 6 9.65 (s, 1H), 7.93 (d, J=9 Hz, 1H), 6.67 (d, J=9 Hz, 1H), 6.65 
(d, J=9 Hz, 1H), 6.48 (d, J=9 Hz, 1H), 6.33 (m, 2H), 5.46 (s, 1H), 3.63 (s, 3H), 2.87 
(m, 1H), 2.65 (m, 1H), 2.18 (s, 3H), 1.19 (s, 3H), 1.14 (s, 3H), 1.00 (s, 9H), 0.21 (s, 
3H), 0.15 (s, 3H); MS (APCI) m/e (M+H)+ 480, (M-H)- 478. 

A solution of ethyltriphenylphosphonium bromide (0.130 g, 0.351 mmol) in 
THF:Et20 (3 ml, 3:2) was cooled to 0°C and treated dropwise with n-BuU (140 \iL of a 2.5 
M/hexanes, 0.351 mmol). The resulting deep red solution was stirred for 30 minutes at 
0°C, cooled to -78°C and treated with the above aldehyde (0.056 g, 0. 1 17 mmol) in THF (2 
mL). The reaction mixture was stirred for 5 minutes at -78° C, warmed to 0°C for 40 
minutes and quenched by the addition of water. The layers were separated, the aqueous 
layer extracted with dichoromethane, the combined organic layers washed with brine and 
dried (MgS04). The product was purified by silica gel chromatography eluting with a 
gradient from 5% to 20% ethyl acetate in hexane to provide the intermediate silyl ether 
(0.050 g, 87%) as a white solid. *H NMR (300 MHz, DMSO-d 6 ) 8 7.92 (d, J=9 Hz, 
1H), 6.65 (d, J=9 Hz, 1H,), 6.63 (d, J=9 Hz, 1H), 6.20 (s, 1H,), 5.68 (dd, J=10, 3 Hz, 
1H), 5.43 (m, 3H), 3.64 (s, 3H), 2.15 (s, 3H), 1.26 (d, J=5 Hz, 3H). 1.17 (s, 6H), 1.00 
(s, 9H), 0.20 (s, 3H), 0.15 (s, 3H); MS (APCI) m/e (M+H) + 492, (M-H)- 490. 

The intermediate silyl ether (0.038 g. 0.077 mmol) was dissolved in THF (3 ml), 
cooled to 0°C, treated with tetrabutylammonium fluoride (80 ml of a 1 M/THF solution, 
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0.080 mraol), and the mixture was partitioned between ethyl acetate and saturated 
ammonium chloride. The aqueous layer was extracted with ethyl acetate, the combined 
organics were washed with brine, dried (MgS0 4 ) and purified by silica gel chromatography 
eluting with 25 % ethyl acetate in hexanes to give the desired compound (0.024 g, 83%). 
1H NMR (300 MHz, DMSO-de) 8 8.71 (s, 1H), 7.93 (d, J=9 Hz. 1H), 6.62 (d, J=9 Hz, 
1H), 6.60 (d, J=9 Hz, 1H), 6.47 (d, J=9 Hz, 1H), 6.18 (s, 1H), 5.62 (dd, J=10, 3 Hz, 
1H), 5.43 (m, 3H), 3.64 (s, 3H), 2.45-2.18 (m. 2H), 2.15 (s. 3H). 1.30 (d, J=5 Hz, 3H). 
1.15 (s, 6H); MS (APCI) m/e calc'd for : 377.20. Found ; (M+H) + 378, (M-H)- 376. 

Example 283 

2.5-dihvdro-9-hvdroxv-l 0-methnxv-2.2.4-triinftthvl-S-r^-me thvl-2-hii^nvn. 1 H- 

rnhen7opvran or3.4-flquinnlinft 
The intermediate aldehyde from Example 282 and isopropyltriphenylphosphonium 
iodide were processed according to Example 282 to give the desired compound. *H NMR 
(300 MHz, DMSO-de) 8 8.65 (s, 1H), 7.91 (d, J=9 Hz, 1H), 6.62 (d, J=9 Hz, 1H), 6.60 
(d, J=9 Hz, 1H), 6.46 (d, J=9 Hz, 1H), 6.14 (s, 1H), 5.60 (dd, J=9, 3 Hz, 1H), 5.43 (s, 
1H), 5.15 (m, 1H), 3.64 (s, 3H), 2.45-2.18 (m. 2H), 2.15 (s, 3H), 1.63 (s, 3H), 1.32 (s, 
3H), 1.17 (s, 3H), 1.16 (s, 3H); MS (APCI) m/e (M+H)+ 392. (M-H)- 390. 

Example 284 

(+) (5S.3'S) 2.5-dihvdro-9-hvdroxv-10-methnxv-2.2.4.trimftthv l-5-n-cvHnhexenvn-lH- 

fl1benzopyrnnoH.4-flqwiinoline 
MS (DCI/NH3) m/z 404 (M+H)+; 

l H NMR (300 MHz, DMSO-d 6 ) 8 8.70 (s, 1H), 8.01 (d, 1H), 6.65 (d, 1H), 6.62 (d, 
1H), 6.53 (d, 1H), 6.27 (d, 1H), 5.82-5.65 (m, 2H), 5.45 (s, 1H), 5.33 (d, 1H), 3.65 (s, 
3H), 2.28 (m, 1H), 2.12 (s, 3H), 1.86 (m, 2H), 1.55 (m, 1H), 1.31 (s, 3H), 1.26-1.14 
(m, 3H), 1.03 (s, 3H); 

13 C NMR (400 MHz, DMSO-d 6 ) 8 145.4, 145.0, 144.1, 143.5, 133.6, 130.7, 128.1, 
127.9, 127.7. 126.1, 118.4, 117.8, 116.5, 114.4, 113.4, 112.1, 75.9. 59.3. 49.4. 37.2. 
29.6, 27.1, 24.7, 24.6, 23.7, 21.2; 
[<x] 23 d=+184° (c 0.33, CHCI3). 

Example 285 

(+) (SR^R) 2.5-dihvdro-9-hvdroxv- 1 0-methoxv-2.2.4-tri m ethvl-5-n-cvclohexe n vn-l H- 

f nhenzopvranor3.4-flquino1ine 
MS (DCI/NH3) m/z 404 (M+H) + ; 

1H NMR (300 MHz, DMSO-d 6 ) 8 8.70 (s, 1H), 7.99 (d, 1H), 6.65 (d. 1H), 6.62 (d. 
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1H), 6.52 (d, 1H), 6.20 (d, 1H), 5.61 (ddd, 1H), 5.46 (d, 1H). 5.41 (s. 1H), 5.10 (dd, 
1H), 3.66 (s. 3H), 2.27 (m, 1H), 2.10 (s, 3H), 1.99-1.72 (m, 2H), 1.70-1.55 (ra, 3H), 
1.35 (m, 1H), 1.29 (s. 3H), 1.06 (s, 3H); 

l *C NMR (400 MHz, DMSO-de) 5 145.4, 145.0, 143.4, 143.0, 133.5, 131.0, 128.9, 
128.1. 126.4, 126.3, 117.9, 116.5, 114.4, 113.5, 112.1, 75.2, 59.3, 49.5, 36.9, 29.7, 
27.6. 25.5, 24.6, 24.3. 20.0; 
[<x] 23 d=+170° (c 0.23. CHC1 3 ). 

Example 286 

ft) f5R.3'S) 2.5fR )-dihvdro-9-hvdrnyv-10-mRthnxv- 2 .2.4-trimRthvl-5-n.rvnlnpenfenvn- 

lH-rnhenznpvrannrT4-flquinnlin ft 
MS (DCI/NH3) m/z 390 (M+H)+; 

*H NMR (300 MHz, DMSO-dg) 5 8.67 (s, 1H), 8.02 (d, 1H), 6.65 (d, 1H), 6.62 (d, 
1H), 6.53 (d, 1H), 6.25 (s, 1H), 5.77 (ddd, 1H), 5.69 (ddd. 1H). 5.47 (s, 1H). 5.37 (s, 
1H), 3.66 (s. 3H), 2.90 (m, 1H), 2.34-2.13 (m, 2H), 2.10 (s, 3H), 1.55-1.41 (m, 2H), 
1.31 (s, 3H), 1.04 (s, 3H); 

NMR (400 MHz, DMSO-de) 5 145.5. 144.9, 144.0, 143.9, 133.6, 132.0. 131.7, 
131.5. 127.9. 126.2, 117.7, 117.6, 116.5. 114.4, 113.3. 111.9. 76.1, 59.3, 49.4, 48.6, 
31.7,29.5,27.1,24.6.23.7; 
[aJ^+136 0 (c 0.355. CHCI3). 

Example 287 

M (5R . 3'R) 2.5(R)-dihvdro-9-hvdroxv-10-methnxv-? 9,4-trimethvl-S - n-cvclnpentenvl V. 

lH-mhenzonvranor^flmiinnlin* 
MS (DCI/NH3) m/z 390 (M+H)+; 

*H NMR (300 MHz, DMSO-d 6 ) 5 8.68 (s, 1H), 8.01 (d, 1H), 6.65 (d. 1H), 6.62 (d, 
1H), 6.51 (d, 1H), 6.22 (s, 1H), 5.72 (dd, 1H), 5.41 (d. 1H), 5.40 (s, 1H), 5.17 (dd, 
1H), 3.63 (s, 3H). 2.90-2.80 (m, 1H), 2.41-2.32 (m, 1H), 2.23-2.10 (m. 1H), 2.06 (s, 
3H), 1.89-1.71 (m. 2H), 1.30 (s, 3H), 1.08 (s, 3H); 

13C NMR (400 MHz, DMSO-de) 5 145.5, 145.0, 143.9, 143.4, 133.5, 132.3. 132.2, 
130.2, 128.1. 126.4, 117.8, 116.9, 116.4, 114.4, 113.4, 111.9, 75.7, 59.3. 49.5, 48.7, 
31.6, 29.8. 27.6, 27.1, 24.2; 
[cc] 23 D=+l 16° (c 0.800, CHCI3). 
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Example 2SR 

re1-r5SV9-hvdrQXV-5-rnR>-f 1-methoxvcarhonvncvclnhftxftn-^-vn- 1 O-methnx v-? 7 4- 
trimethvl-2.5-dihvdro-1H-rnhen7npvra nor3.4-nquinn1inft 
5 MS (DCI/NH3) 462 (M+H)+; 

1H NMR (200 MHz, DMSO-d6), 8 8.81 (s, 1 H). 8.07 (d, J=8.5 Hz, 1 H), 6.72 (d. J=8.5 
Hz, 1 H), 6.70 (d, J=8.5 Hz, 1 H), 6.60 (d. J=8.5 Hz, 1 H), 6.42-6.41 (m, 1 H), 6.21 
(d, J=1.2 Hz), 5.57 (d, J=10.2 Hz, 1 H), 1 H), 5.45 (s, 1 H), 2.71 (s, 2 H), 2.58 (s. 2 
H), 2.56-2.48 (m, 2 H), 2.20-2.16 (m, 2 H), 2.08 (d. J=1.2 Hz). 1.80-1.40 (m, 4 H). 
10 1.25 (s, 2 H), 1.18 (s, 2 H); 

HRMS calcd for C28H2INO5 is 461.2202. Found 461.2212. 

Example 289 

2.5-dihvdro-9-hvdrox v- 1 0-methoxv-2.2.4-trimeth vl-S-fS- methvl^-propenvn- 1 H- 

15 rnhenzonvranon.4-nqiiinnlinf. 
Example 276 (0.040 g, 0.092 mmol) and 
dichlorobis(triphenylphosphine)palladium(II) (0.006 g, 0.009 mmol) were dissolved in 
dioxane (5 ml), heated to 100 °C and treated with sodium borohydride ( 0.017 g, 0.460 
mmol). The resulting black solution was allowed to cool to room temperature, diluted with 

20 water and ethyl acetate and filtered through celite. The layers were separated, the aqueous 
layer was extracted with ethyl acetate, the combined organics were washed with brine, dried 
(MgSC>4), and concentrated. Purification by silica gel chromatography eluting with 25% 
ethyl acetate in hexanes provided the desired product (0.028 g, 80%) as a colorless foam. 
*H NMR (300 MHz, DMSO-d 6 ) 8 8.71 (s, 1H), 7.92 (d, J=8 Hz, 1H), 6.62 (d, J=8 Hz, 

25 1H), 6.61 (d, J=8 Hz, 1H), 6.41 (d, J=8 Hz, 1H), 6.18 (d, J=l Hz, 1H), 5.83 (dd, J=3, 
10 Hz, 1H), 5.44 (br s, 1H), 4.75 (br s, 1H), 4.56 (br s, 1H), 3.65 (s, 3H), 2.50-2.41 
(m, 1H), 2.19 (s, 3H), 2.16-2.07 (m, 1H), 1.73 (s, 3H), 1.18 (s, 3H), 1.15 (s, 3H); 
NMR (125 MHz, DMSO-d 6 ) 8 145.8, 144.9. 143.8, 142.8, 141.6, 133.3, 132.7. 127.5. 
126.4, 117.8, 116.3, 116.2, 114.2, 113.6, 112.8. 112.7, 72.0. 59.4. 49.7, 29.2, 28.8, 

30 24.0, 22.4; MS (DCI/NH3) m/e (M+H)+ 378; Anal, calcd for C24H27NO3: C, 76.36; H, 
7.21; N, 3.71. Found: C, 76.06; H. 7.17; N, 3.39. 

Example 290 

9.1Q-Dimeth0XV-5-f3-Dr0Denvn-2.2.4-trimethvl-lH-2!S-dihvdro.rnhenzn pvranor3.4- 
35 f|quinoline 
MS (ESI) m/z 378 (M+H) + ; 
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'H NMR (300 MHz, DMSO) 5 7.93 (d. 7=8.5 Hz, 1 H). 6.82 (d, 7=8.8 Hz, 1 H). 6.61 
(dd, 7=4.4. 4.4 Hz. 2 H), 6.22 (d. 7=1.4 Hz. 1 H), 5.83 (ddt, 7=16.9, 10.3, 3.1 Hz. 1 
H). 5.70 (dd, 7=10.3, 3.3 Hz. 1 H). 5.44 (s, 1 H). 5.44-4.96 (in, 2 H). 3.77 (s. 3 H). 
3.67 (s, 3 H), 2.16 (s, 3 H), 1.17 (s. 3 H). 1.16 (s. 3 H); 
HRMS calcd for C24H27NO3 377.1991. Found 377.2001. 

Example 291 

9.10-Dimethnxv-5-r3-CVClohpxenvIl-methn x v-2.2.4-trimethv1.2.S.HihyHr^.|ff - 

rnhenrnpvrannr^ 4-flq U innlinft 

MS (ESI) m/z 418 (M+H) + ; 

*H NMR (300 MHz, DMSO), isomer 1: 5 8.02 (d, 7=8.8 Hz, 1 H). 6.84 (d, 7=1.7 Hz, 1 
H). 6.70 -6.60 (m. 2 H). 6.27 (d. 7=0.6 Hz. 1 H). 5.80 -5.60 (m. 2 H). 5.16-5.15 (m, 1 
H), 3.77 (s, 3 H), 3.69 (s, 3 H), 2.13 (s, 3 H). 1.31 (s, 3 H). 1.07 (s. 3 H); isomer 2: 5 
8.01 (d. 7=8.81 Hz. 1 H). 6.80 (d. 7=0.7 Hz, 1 H), 6.64 (m, 2 H), 6.26 (d, 7=0.7 Hz, 1 
H), 5.60 -5.30 (m, 2 H), 5.09 (s. 1 H). 3.77 (s. 3 H), 3.68 (s, 3 H), 2.10 (s. 3 H), 1.29 
(s, 3 H), 1.04 (s. 3 H); 

HRMS calcd for C27H31NO3 417.2304. Found 417.2299. 

Example 292 

10-meth0XV-9-Pthoxv-5-f3-nronenvlV2.2.4-tri m ethv1-1H-7 S-HihvHrn. 
mbenzonvranr>n.4-fl T iinnlinft 
m NMR (300 MHz, DMSO) 5 7.94 (d. 7=8.8 Hz. 1 H). 6.79 (d, 7=8.8 Hz. 1 H). 6.60 
(d, 7=8.8 Hz. 1 H). 6.55 (d, 7=8.8. 1 H). 6.45 (s, 1 H). 5.85 (ddt. 7=17.3, 10.3, 6.6 Hz, 
1 H). 5.43 (d, 7=9.2 Hz), 5.16 (s, 1 H). 5.09 (dd, 7=10.3. 1.1 Hz. 1 H), 5.06 (dd. 
7=17.3. 1.1 Hz, 1 H), 4.91 (s. 1 H). 4.06-3.97 (m, 2 H). 2.62-2.52 (m, 1 H). 2.31-2.15 
(m. 1 H), 2.24 (s. 3 H). 1.35 (t. 7=7.0 Hz. 3 H). 1.26 (s. 3 H). 1.07 (s, 3 H); 
MS (DCI/NH3) m/z 392 (M+H) + ; 

HRMS calcd for C26H27NO3 391.2147. Found 391.2138. 

Example 29T 

lQ-methQXY-9-n-pmnenvlnxv>- < i-n-pmpenvn- 2.2.4-trimfffhvl-lH-2.5-dihvdm- 

mhenzonvranon.4-nqiiinnIinf» 
MS (DCI/NH3) m/z 404 (M+Hf. 

»H NMR (300 MHz, DMSO) 8 7.93 (d. 7=9.0 Hz, 1 H), 6.83 (d, 7=8.8 Hz, 1 H), 6.61 
(d. 7=9.0 Hz. 1 H). 6.59 (d. 7=8.8 Hz. 1 H). 6.23 (d, 7=1.5 Hz, 1 H). 6.15-6.02 (m, 1 
H). 5.81 (ddt, 7=17.3, 10.3, 6.6 Hz. 1 H), 5.67 (dd, 7=9.8, 3.3 Hz). 5.45 (s. 1 H). 5.44 
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(dd, 7=16.0. 2.0 Hz. 1 H). 5.27 (dd, 10.6. 2.0 Hz, 1 H). 5.03 (dd. 7=10.3. 1.8 Hz 1 H) 
4.98 (dd. 7=17.3. 1.8 Hz. 1 H). 4.56-4.53 (in. 1 H). 2.47-2.41 (m. 1 H). 2.34-2.27 (m ' 
1 H). 2.16 (s. 3 H), 1.17 (s, 3 H), 1.16 (s. 3 H); 
HRMS calcd for C26H29NO3 403.2147. Found 403.2150. 

5 

Example 2SA 

l Q-mefllOXY-9-(3-DronvnvloxvV5-f l-nmrwnvn^ ^^-trimPthvl . I H-7 S-Hihvrfr^ 

rnbenzonvrnnnn.4-fl T »nn1in^ 
MS (DCI/NH3) m/z 402 (M+Hf; 
10 IH NMR (300 MHz, DMSO) 5 7.92 (d. 7=8.8 Hz. 1 H). 6.88 (d. 7=8.8 Hz. 1 H). 6.62 
(d, 7=8.8 Hz. 1 H). 6.61 (d. 7=8.8. 1 H). 6.24 (d, 7=1.7 Hz, 1 H). 5.81 (ddt, 7=17.3. 
10.3. 6.6 Hz, 1 H). 5.72 (dd, 7=9.8, 3.3 Hz), 5.44 (s, 1 H), 5.03 (dd, 7=10.3, 1.8 Hz, 1 
H), 4.99 (dd, 7=17.3, 1.8 Hz. 1 H). 4.79 (d, 7=2.3 Hz, 2 H), 3.57 (t, 7=2.3 Hz. 1 H). 
2.47-2.41 (m. 1 H), 2.34-2.27 (m, 1 H), 2.16 (s, 3 H), 1.17 (s. 3 H), 1.16 (s. 3 H); 
15 HRMS calcd for C26H27NO3 401.1991. Found 401.1978 

Example 2QS 

2 . 5-dihYdro-9-acetoxv-lO-methoxv.??4.fri m ethvi-s-r?- P » ,n ft nvn-iH. 
2Q nibcnzonvranon.^nqninnljnr 

IH NMR (400 MHz. DMSO-d6) 5 7.78 (d. J=8.5. 1H). 6.81 (d. J=8.5. 1H). 6.60 
(d, J=8.5. 1H), 6.57 (d. J=8.9, 1H), 6.18 (d, J=1.7, 1H), 5.80-5.70 (m, 2H), 5.39 (s. 
1H), 4.99-4.90 (m, 2H). 3.55 (s. 3H). 2.39 (br dd, 2H). 2.23 (s. 3H). 2.10 (d, J=0.9, 
3H), 1.11 (s. 3H). 1.10 (s. 3H); "C NMR (100 MHz. DMSO-d6) 5 169.3. 148.5, 148.0, 
25 146.4, 138.6, 134.1, 133.7, 132.2, 127.4, 126.3, 120.8, 118.3, 117.4, 116.3, 115.1, 
113.9. 112.7, 73.7, 60.0, 49.9, 36.7, 29.4, 29.1, 23.9, 20.6; MS (DCI/NH3) m/e 
406(M+H)*; Anal. Calcd for C25H27NO4: C 74.05, H 6.71, N 3.45. Found: C 73.91, H 
6.79, N 3.31. 

Example 296 
2.5-d i hvdrp-9-(4-N,N-dimethvlnmino-4-^^ 

(2-pronenvn-lH-rnh^n7np V rannn4-f| n ni n ^; n ^ 
1H NMR (300 MHz, DMSO-d6) 8 7.86 (d, J=8.8. 1H), 6.85 (d, J=8.8, 1H). 
6.68-6.62 (m. 2H), 6.25 (d. J=1.5. IH). 5.89-5.75 (m, 2H). 5.46 (s, 1H), 5.06-4.96 (m, 
2H), 3.62 (s, 3H). 3.00 (s. 3H). 2.85 (s. 3H). 2.83-2.67 (m. 4H). 2.48 (in. IH), 2.26 
(m, IH). 2.17 (s, 3H), 1.18 (s, 3H). 1.17 (s, 3H); 13C NMR (75 MHz, DMSO-d6) 5 
171.5, 170.4, 148.3, 148.0, 146.2, 138.5, 134.1, 133.5, 132.1, 127.3. 126.2, 120.8, 
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118.1. 117.2, 116.2, 115.0. 113.8. 112.5. 73.6, 60.0, 49.8. 36.6. 36.5, 34.9, 29.3, 
29.0, 27.6, 23.8; MS (DCI/NH3) m/e 491(M+H)+, 508(M+NH4)+; AnaL Calcd for 
C29H24N2O5: C 71.00, H 6.99, N 5.71. Found: C 70.88, H 7.10. N 5.49. 

The chemistry described above was used with Core 9 to prepare Examples 297-299. 

Example 297 

7-brom0 -S-R-CVClohexenvn- 10-methmrv.? 9 4-trimethvl-? S .dihvtlm-IH. 

UltenzojiyxanoD 4-flqninnlinft 

MS (APCI) m/z 466 (M+H) + ; 

'H NMR (300 MHz, DMSO), isomer 1: 8 8.03 (d, 7=8.8 Hz, 1 H), 7.33 (d. 7=9.2 Hz. 1 
H). 6.65 (dd, 7=8.8, 1.7 Hz, 2 H), 6.35 (d, 7=1.3 Hz. 1 H), 5.91-5.43 (m, 4 H), 3.86 (s. 
3 H), 2.14 (s, 3 H), 1.99 (s, 3 H), 1.31 (s. 3 H), 1.06 (s, 3 H); isomer 2: 8 8.00 (dd, 
7=8.8 Hz. 1 H). 7.33 (d. 7=9.2 Hz, 1 H), 6.65 (dd, 7=8.8. 1.7 Hz, 1 H), 6.35 (d, 7=1.3 
Hz. 1 H), 6.31 (d, 7=1.3 Hz. 1 H), 5.91-5.43 (m, 4 H). 2.12 (s, 3 H). 1.28 (s. 3 H). 1.03 
(s, 3 H); ,3 C NMR (300 MHz, DMSO) 8 155.5, 145.5. 133.9. 133.7. 129.5. 129.4, 
128.5. 127.9, 127.7, 127.2, 127.0. 125.6, 118.1, 115.5, 113.2, 113.1, 106.9, 102.3. 
77.2. 76.5. 55.8. 49.4, 37.6, 36.7. 29.6. 29.5. 27.4. 26.9, 25.6, 24.6, 24.2. 23.6, 21.1. 
19.8; 

HRMS cald for C^gNO^Br 465. 1303. Found 465. 1284; Cald for C 26 H 28 N02 81 Br 
467.1283. Found 467.1281. 

Anal, calcd for C26H 2 8BrN0 2: C, 66.95; H, 6.05; N, 3.00; found C, 66.77; H, 
6.20; N, 2.88. 

Example 2QR 

lQ-methoxv-7-bromo-5-n-nronenvn-2.2 4-trimethvl-1H-2.5-dihvdrn- 
rnbenzonvranon.^flqninnlmff 
MS (APCI) m/z 426 (M+H) + ; 

'H NMR (300 MHz, DMSO) 8 7.93 (d. 7=8.8 Hz, 1 H), 7.33 (d, 7=9.2 Hz, 1 H), 6.71 (d, 
7=9.2 Hz, 1 H), 6.60 (d. 7=8.5 Hz, I H), 6.25 (d, 7=1.5 Hz, 1 H). 5.94-5.80 (m, 2 H), 
5.45 (s. 1 H). 5.0 (m. 2 H), 3.86 (s, 3 H), 2.17 (d. 7=1.5 Hz, 3 H), 1.17 (s, 6 H). ,3 C 
NMR (300 MHz, DMSO) 155.3, 147.0, 146.0. 133.8. 133.6. 131.8, 129.5, 127.3, 
127.2, 117.4. 116.0, 115.1. 113.2. 107.1. 102.6, 74.8, 55.9, 49.8, 29.0, 23.8. 
HRMS calcd for C 23 H 24 79 BrN0 2 426.3502. Found 426.3496. 

Anal, calcd for C 2 3H 2 4BrN0 2: C, 64.79; H. 5.67; N, 3.29; found C, 65.08; H, 
5.73; N, 3.18. 
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10 



15 



Examnle. 900 

7-bnmo.MI-mrthYl-^inhrTrnYll 10-mmh oKv-? 2 4 trimsihyU ^ih rrlm ITT 
MS(APCI)#n/z 480 (M+H)*; 

'H NMR (300 MHz, DMSO) isomer 1: 5 8.02 (d, 7=8.5 Hz. 1 H), 7.55 (d, 7=5 9 Hz 1 

6 35 7 ;d 7 7 (d ; It 6 f H 1 * 731 (d> y=1 - 8 * 1 * 667 < dd - ™* « * 

6.35 (d, 7=1.5 Hz, 1 H). 5.63 (d, 7=5.9 Hz, 1 H). 5.56-5 45 (m 2 H) 3 86 U \ m 
2.13 (s. 3 H). 1.61 (, 3 H). 1.30 (s. 3 H). 1.02 (s. 3 H); ^ 2:^8.00 ^Hz 

1 H) ' (m ' 2 3 - 86 3 «>. ™ C, 3 H), 1.50 (s. 3 H), 1.09 

HRMScalcd for C 2 7H30NO2 W Br 479.1460. Found 479.1463; HRMScalcdfor 
C 2 7H 3 oN02 8, Br 481.1439. Found 481 1456 

Ana., calcd for C 27 H 30 NO 2 »Br : C, 67.5; H, 6.29; N, 2.92; found C. 67.08; H. 6.38; N, 



The chemistry described above was used with Core 10 to prepare Example 300. 
" m Example 

J Q-metho7fv-9-bromo- < >-(3-pron f »nvn-2 ^.rH» 1 fT h Yl . )H . ? s-H^ v rfnh 
Tllhenyonvmnnn 4-ffg,,j nn |j nff 
MS (DCI/NH3) m/z 428 (M+H) + ; 426" 

' H NMR (300 MHz. DMSO) 8 7.93 (d, 7=8.8 Hz. 1 H). 7.33 (d. 7=8.5 Hz. 1 H). 6.67 (d. 

Z ^^n fl ^ 7=8 5 ^ 1 6 36 ^ 7=11 H - 1 * 2 H) 

5.46 (s, 1 H). 5 05-4.95 (». 2 H). 3.62 (s. 3 H), 2.18 (d, 7=1.1 Hz 3 H) 1 19 ( s 3 H 

U6 (, 3 H); »C NMR (300 MHz. DMSO) 8 152.7, 150.8. 146.5. 134 0, 133 6 132 ' 

367 ^^U^' 115 °' U4 6 ' 114 °' lWJL ^ 

30 HRMS calcd for C 23 H 24 N0 2 7 'Br 425.0990. Found 425.0998; HRMS calcd for 
C 23 H 24 N0 2 'Br 427.0970. Found 427.0974 

Anal, calcd for C 23 H 2 4BrN0 2: C. 64.79; H, 5.67; N. 3.29; found C, 64.99; H, 5.98; N. 
35 The chemistry detailed above was used with Core 11 to prepare Examples 301-303. 
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Example ^ni 

7 . 9-Pihmmo-1fVm e thoxv-W3-nmne n vtt-? o 4-tri m ethvi-m.? s- di hyf1r TT 
fllhenmpyranon 4-flguinniine 

5 MS (ESI) m/z 504 (M+H) + ; 

»H NMR (300 MHz, DMSO) 8 7.57 (d, 7=8.9 Hz, 1 H), 7.65 (s, 1 H), 6.66 (d, 7=8.8 H; 
1 H), 6.44 (s, 1 H), 5.95 (dd, 7=10.1, 3.1 Hz, 1 H), 5.97-5.78 (m, 2 H), 5.47 (s, 1 H) 
5.08-4.99 (m, 2 H), 3.62 (s, 3 H), 2.19 (s, 3 H). 1.20 (s, 3 H), 1.17 (s, 3 H); I3 C NMR 
(300 MHz, DMSO) 8 152.1, 147.4, 147.0, 133.6, 132.7, 132.0, 131.7, 128.3, 127.1, 

0 126.3, 120.5, 117.6. 115.9. 115.3. 114.0, 113.8, 110.0, 106.6, 75.2, 59.7, 49 9 36 8 
29.6, 29.2, 23.7; 

HRMScalcd for C2 3 H23 79 Br 2 N02 503.0096. Found 503.0086; HRMScalcdfor 
C 2 3H 2 3 79 Br 8l BrN0 2 505.0075. Found 505.0075. 



Example 3Q2 

7.9-Pihrflmo-5-rrvrlPhexen-3-vP- i o-methnxv.? ? 4. t l w.thvi.? s.Hit, Yr1 rMH . 

rilhenyopvrnnnp 4-flqninnW. 

MS (ESI) m/z 544 (M+H) + ; 

1H NMR (300 Mhz, DMSO), 1st isomer: 8 8.81 (d, 1H, 7=8.83 Hz), 7.67 (s, 1H). 6.70 
(d, 1H, 7=8.83 Hz), 6.59 (s, 1H), 5.82-5.59 (m, 4H), 5.50 (s, 1H), 3.61 (s, 3H), 2.49- 
2.27 (m, 2H), 2.15 (s, 3H), 2.04-1.81 (m, 2H), 1.79-1.41 (m, 2H), 1.32 (s, 3H), 1.08 
(s, 3H); 2nd isomer 8 7.9 (d. 1H. 7=8.83 Hz). 7.66 (s, 1H). 6.69 (d, 1H, 7=8.83 Hz), 
6.54 (s. 1H), 5.82-5.59 (m, 4H), 5.45 (s, 1H), 3.60 (s, 3H), 2.49-2.27 (m, 2H), 2.13 (s, 
3H), 2.04-1.81 (m. 2H), 1.79-1.41 (m. 2H), 1.30 (s, 3H), 1.05 (s. 3H); 
HRMS calcd for C 26 H 27 79 Br 2 N0 2 is 543.0409. Found 543.0385; HRMS calcd for 
* C 26 H 27 79 Br 8, BrN0 2 545.0388. Found 545.0396. 

Example 3m 

7 . 9-PibrPmO-5-f 1 -methvM-cvclohexenvn- 10-methnYv-7 ,2,4-trimethy1.9„5.dihvdm.1 H. 

mhenyopvmnnr^fl^jnrtjnf, 

MS (ESI) m/z 560 (M+H) + ; 

1H NMR (300 MHz, DMSO). isomer 1: 8 8.83 (d, 7=8.0 Hz, 1 H), 7.37 (s, 1 H), 6.70 (d, 
7=8.8 Hz, 1 H), 6.58 (s, 1 H), 5.58 (d. 7=9.2 Hz. 1 H), 5.49 (s, 1 H), 3.61 (s, 3 H), 
2.51-2.49 (m, 4 H), 2.14 (s, 3 H). 1.31 (s, 3 H). 1.29-1.20 (m. 4 H). 1.26 (s 3 H)- 
isomer 2: 8 7.99 (d, 7=8.0 Hz. 1 H). 7.37 (s. 1 H). 6.71 (d. 7=8.8 Hz. 1 H), 6.55 (s, 1 
H). 5.57 (d. 7=9.2 Hz. 1 H), 5.45 (s. 1 H). 3.59 (s, 3 H), 2.51-2.49 (m. 4 H). 2.09 (s, 3 
H). 1.30 (s, 3 H), 1.29-1.20 (m, 4 H). 1.21 (s. 3 H); 
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HRMS calcd for C 2 7H29Br 2 N02 557.0565. Found 557.0548. 

The chemistry described above was used with Cores 12-17 to prepare Examples 
304-310. 

5 

Examnte ^fU 

l Q-methoxY-7-f?-ethPnv]V>-n-nronpnvn.? ? 4^ri m ataLlH=2 ^tml m- 

nihenzonvranon 4-fl T ,i nn |j nf 

MS (EST) m/z 373 (M+H) + ; 

10 'H NMR (300 MHz, DMSO) 8 7.82 (d^8.9 Hz, 1 H), 7.23 (d, 7=8.9 Hz, 1 H), 6.78 
(dd, 7=11.0, 6.8 Hz, 1 H), 6.61 (d, 7=8.9 Hz, 1 H), 6.49 (d, 7=8.5 Hz, 1 H), 5 99 (d 
7=1.7 Hz. 1 H). 5.74 (dd. 7=7.6, 3.0 Hz, 1 H), 5.71-5.63 (ra, 1 H). 5.57 (dd, 7=7 6 1 7 
Hz, 1 H). 5.32 (s, 1 H). 5.00 (dd, 7=9.3, 1.7 Hz. 1 H), 4.92 (dd, 7=10.2, 1 7 Hz, 1 H) 
4.83 (dd. 7=16.9. 1.7 Hz. 1 H), 3.75 (s, 3 H), 2.06 (s, 3 H), 1.53-1.41 (m, 2 H), 1 24-' 

15 1.15 (m. 3 H), 1.05 (d, 7=2.1 Hz, 1 H); ,3 C NMR (300 MHz, DMSO) 5 155 66 147 91 
145.55, 134.17, 133.45, 131.98, 130.77. 127.37, 127.28. 123.88. 119.52, 11721 
115.99. 115.80. 113.20, 113.18, 112.12, 105.59, 74.01, 55.59, 49.69. 36.40, 29 03 
28.83, 27.67, 26.19, 23.83, 13.55; 
HRMS calcd for C25H27NO2 373.2042. Found 373.2048 

20 

Example ^ns 
rnbenzonvmnnr3.4-n n .»n^| nr 

MS (ESI) m/z 362 (M+H) + ; 

25 'H NMR (300 MHz. DMSO) 6 7.92 (d, 7=8.5 Hz. 1 H), 6.93 (d, 7=8.5 Hz, 1 H). 6.59 
(dd, 7=5.5, 2.6 Hz, 1 H), 6.10 (s, 1 H), 5.90-5.76 (m, 2 H), 5.44 (s. 1 H), 5.07-4.90 (m, 
2 H). 3.82 (s. 3 H), 2.17 (s, 3 H), 2.08 (s, 3 H), 1.99 (s. 3 H), 1.16 (s, 3 H), 1.15 (s, 
3H); C NMR (300 MHz. DMSO). 154.2. 148.5. 145.4. 134.5. 133.4. 131 9 127 8 
127.4. 127.1. 118.2. 117.0. 116.3. 116.0, 113.1, 112.9. 104.8. 73.6. 55.5. 49.6, 36.5. 

30 28.9. 28.8, 23.8, 15.0; 

HRMS calcd for C24H27NO2 361.2042. Found 361.2045. 

Example 

I 0-meth(WY-7-aretVl-5-n-nmnenvlV2.?4-trim < .ri 1 y i.iH-?.s.riihvrfm. 
35 rilben7onvmnr.n4-n f1 ,M nrf |j n< » 
MS (ESI) m/z 390 (M+H)\ 
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*H NMR (300 MHz, DMSO). 7.88 (d. 7=8.8 Hz. 1 H), 7.59 (d, 7=8.8 Hz, 1 H), 6.84 (d, 
7=8.8 Hz, 1 H), 6.62 (d. 7=8.8 Hz. 1 H). 6.22 (d, 7=1.5 Hz, 1 H), 6.01-5.97 (m, 1 H). 
5.90-5.69 (m. 1 H), 5.46 (s. 1 H), 5.03-4.83 (ra, 2 H), 3.93 (s, 3 H), 2.53 (s, 3 H), 2 20 
(d, 7=1.5 Hz, 3 H), 1.19 (s, 3 H), 1.16 (s, 3 H). 

Example 107 

W-) 2. 5-dihydrp-9-methvHQ-methoxv-? ? 4-trim ft fhvi-s.n-m R thvirvri^ q xe n.i-vi vm. 

rnhen^pvmnnp 4-flqninnlinff 

MS (DCI/NH 3 ) m/z 416 (M+H) + . 

Example IPS 

lQ-methO^Y-7-mfthvl-9-methv1-5-n-nmnenv1V7 0 A-t r i met hv].m-7 ^-fti hY flnT - 

mhenzonvrannn4-n n . f i n0 l| nf: 
MS (DCI/NH3) m/z 376 (M+H) + ; 

1H NMR (300 MHz, DMSO-d 6 ) 5 7.95 (d, 7=8.5 Hz, 1 H), 6.81 (s, 1 H), 6.62 (d, 7=8.5 
Hz, 1 H), 6.17 (d , 7=1.5 Hz, 1 H), 5.89-5.76 (m, 2 H), 5.44 (br s, 1 H), 5.04 (dd, 
7=10.3, 1.8 Hz. 1 H), 4.94 (dd, 7=17.3, 1.8 Hz, 1 H), 3.52 (s, 3 H), 2.46-2.40 (m, 1 
H), 2.28-2.24 (m, 1 H). 2.18 (s. 3 H). 2.17 (s. 3 H), 2.07 (s. 3 H). 1.19 (s. 3 H). 1.14 
(s. 3 H); 

HRMS calcd for C25H29NO2 375.2198. Found: 375.2214. 

Example 100 

l Q-Chlom-5-n-pr0PPnYl)-? 2 4-trimethvl-? 5-dihvdrn-IH-m h enznnvrannn 4.-^™} ^ 
MS (DCI/NH3) m/z 352 (M+H)+; 

'H NMR (300 MHz, DMSO) 8 7.93 (d, 7=8 Hz. 1 H). 7.12-7.10 (m, 2 H), 6.90-6.84 (m, 
1 H), 6.65 (10, 2 Hz, 1 H), 4.97 (dd, 7=17, 2 Hz, 1 H), 2.47-2.26 (m, 2 H). 2.16 (s, 3 
H), 1.23 (s, 3 H), 1.17 (s, 3 H); 

HRMS (FAB) calcd m/z for C22H22CINO: 351.1390 (M)+. Found: 351.1385. 

Example 110 

(+/-) 2 . 5-diMro-10-<;hlorP-7 2.4-trimethvM-nhenvl-lH.m h en7onvmnnn 4-flauinnline 
MS (DCI/NH3) m/z 288 (M+H)+; 

1H NMR (200 MHz, DMSO) 5 7.98 (d. 7=8 Hz. 1 H). 7.27-7.14 (m, 5 H). 6.97-6.80 (m, 
2 H), 6.81 (br s, 1 H). 6.78-6.72 (m. 2 H). 6.44 (br s. 1 H). 5.40 (br s, 1 H). 1.81 (br s. 
2H). 1.26 (s, 2 H), 1.16 (s, 2 H); 

HRMS (FAB) calcd m/z for C25H23CINO: 387.1390 (M)+. Found: 287.1286. 
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Example 311 
2.5-dihvdro-IO-methnxv-S-n-rN.methvl.N- 

fcarfaQmethoxYmethYl)nminQcarhonvloxv>nhenvn-2 ->. 4.t n me thvi- 1 H.r i ih^npvrarmp ± 

flquinnlinft 

Example 13 and N-methyl-N-(methylglycinate)carbamoyl chloride were processed 
as in Example 14 to provide the desired compound. 
MS (DCI/NH3) m/e 529 (M+H) + 

1H NMR (300 MHz, DMSO-de) 5 8.00(d, 1H). 7.21(m, 1H), 7.03(d, 1H), 6.92(m, 3H), 
6.72(m, 3H). 6.55(d, 1H), 6.45(t, 1H), 5.40(s, 1H), 4.15(s, 1H), 4.05(s, 1H), 3.78(s, 
3H), 3.65(s, 3H), 3.00(s, 1H), 2.88(s. 2H), 1.84(s, 3H), 1.22(s. 3H), 1.13(s, 3H). 
Anal, calcd for C31H32N2O6: C, 70.43; H, 6.10; N, 5.29. Found: C, 70.98; H, 6.33; N 
4.85 

Examnlft^l? 
ZJ-dihydro-IO-Tnethoxv-s-r^- fN-methvi-Nr-fT J. 
methYlcarbnnyl)fiminorarbonvloxv>nhenvi->-2 ^> 4-tri m ethvi- 1 H-f i ihenmpvnmnp 4 . 

flquinolinp. 

Example 13 and methylisocyanate were processed as in Example 14 to provide the 
desired compound. 
MS (DCI/NH3) m/e 5 14 (M+H)+ 

1H NMR (300 MHz, DMSO-d 6 ) 5 8.18(q. 1H). 8.01(d, 1H), 7.27(t, 1H), 7.06(t, 2H), 
6.98(s, 1H), 6.91(t, 1H), 6.77(s, 1H), 6.70(d, 1H), 6.56(d, 1H), 6.46(d, 1H), 6.19(s, 
1H), 5.38(s, 1H). 3.78(s, 3H), 3.19(s. 3H), 2.70(d, 3H), 1.84(s, 3H), 1.22(s, 3H), 
1.14(s, 3H). 

Anal, calcd for C 3 oH3iN 3 05-2H20: C. 65.55; H, 6.41; N, 7.60. Found: C, 65.71; H, 
6.20; N, 7.05 

Example n 

2.5-d i hydrO- lQ-meth0XV-5-(3-(N-methvlaniinnr a rhn 1 vlnxv^phPnyn-2.2.4.tri mR thv1- 1 H- 

rilht»nznpvmnr.p 4-flqiiinnlii^ 

Example 13 and methylisocyanate were processed as in Example 14 to provide the 
desired compound. 
MS (DCI/NH3) m/e 457 (M+H)+ 

*H NMR (300 MHz, DMSO-de) S 8.01(d, 1H), 7.50(q, 1H), 7.21(1, 1H). 7.02(d. 1H), 
6.92(dd. 2H), 6.80(s. 1H). 6.77(s, 1H), 6.70(dd, IH), 6.56(d. 1H). 6.46(d, 1H), 6.18(s, 
1H), 5.40(s, 1H). 3.80(s, 3H), 2.60(d, 3H). 1.86(s, 3H), 1.23(s, 3H). 1.15(s. 3H) 
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Anal, calcd for C28H28N2O4O.SOH2O: C, 72.33; H, 6.27; N, 6.01. Found: C. 72.20; H, 
6.38; N, 5.78 

Example 114 

2.5KlihvdrO-10-methoxv- < )-n.('?.-hvdrni C v < »thv nnhenvl^2 2 4-trimRthv1.1H. 
nihenzopyrannn 4-flmiinnliim 

A solution of 3-(2 , -methoxymethoxy)ethylphenyl bromide (3.55 g, 14.5 mmol) in 
THF (150 ml) at -78 °C was treated with n-butyllithium (2.5 M in hexane, 5.80 ml) over 15 
minutes, warmed to -30 °C, cooled down to -78 °C, treated with compound IE in one 
portion, warmed to -50 °C, quenched with saturated ammonium chloride, and allowed to 
warm to ambient temperature and settle. The supernatant was decanted and concentrated, 
and the residue was partitioned between water and ethyl acetate. The organic layer was 
washed sequentially with water and brine, dried (Na2S0 4 ) and concentrated. Flash 
chromatography of the residue on silica gel with 20-35% ethyl acetate/hexane provided 0.82 
g (56%) of the tide 5-(3'-MOMO-phenyl)hemiketaL 
MS (DCI/NH3) m/e 489 (M+H)+ 

A solution of of the hemiketal prepared above (0.70 g, 1.43 mmol) in methanol (10 
ml) was treated with saturated hydrogen chloride in methanol (20 ml) at ambient 
temperature, stirred for 18 hours, poured into 1:1 ethyl acetate/saturated ammonium 
chloride. The separated aqueous layer was extracted with ethyl acetate, and the combined 
acetate layers were sequentially washed with water and brine, dried (Na2SC>4) and 
concentrated to provide 0.52 g (82%) of the unmasked hemiketal. 
MS (DCI/NH3) m/e 444 (M+H)+. 

A solution of the unmasked hemiketal prepared above (0.45 g, 1.00 mmol) and 
triethylsilane (1.16 g, 10 mmol) in dichloromethane (20 mL) was treated with boron 
trifluoride etherate (1.42 g, 10 mmol) at ambient temperature, stirred for 18 hours, and 
poured into 1: 1 ethyl acetate/saturated NaHCOj. The separated aqueous layer was extracted 
with ethyl acetate, and the combined extracts were washed sequentially with water and 
brine, dried (Na2S04) and concentrated. Flash chromatography of the residue on silica gel 
with 25-45% ethyl acetate in hexane provided 0.342 of the tide compound. 
MS (DCI/NH3) m/e 428 (M+H)+; 

'H NMR (300 MHz, DMSO-d 6 ) 5 8.00(d, 1H), 7.00(m, 5H), 6.74(s, 1H), 6.70(d, 1H), 
6.55(d, 1H), 6.45(d, 1H), 6.16(s, 1H), 5.39(s, 1H), 4.54(t, 1H), 3.79(s, 3H), 3.44(q, 
4H). 2.59(t, 2H), 1.86(s, 3H), 1.22(s, 3H), 1.1 l(s. 3H); 

Anal, calcd for C28H29NO3: C, 78.66; H.6.83; N, 3.27. Found: C, 78.48; H, 6.85; N, 
3.29. 
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2.5-dihvdrO- 1 0-methoxv-5-("W ?.-methane.<:ii1fnnv1nTv e thvnph R nv n-2.2.4-triTn ff thvl. 1 H. 

rilb€n7;fipYranon,4-flquinn1in6 
A solution of Example 314 (200 mg, 0.47 mmole) and triethylamine (94 rag, 0.94 
mmol) in CH2CI2 (6 ml) at 0 °C was treated with methanesulfonyl chloride (64 mg, 0.56 
mmol), stirred for 30 minutes, and quenched with saturated NaHC O3 . The separated 
aqueous layer was extracted with CH2CI2 . and the combined organic layers were washed 
with brine, dried (Na2S04) and concentrated. Flash chromatography of the residue on silica 
gel with 10-30% ethyl acetate/hexane provided 0.30 g (97%) of the tide compound. 
MS (DCI/NH3) ra/e 506 (M+H)+; 

»H NMR (300 MHz, DMSO-cfc) 5 8.00(d, 1H), 7.18(s, 1H), 7.14(d, 1H), 7.09(d, 1H), 
6.96(d, 1H), 6.90(t, 1H), 6.75(s, 1H), 6.70(d, 1H), 6.55(d, 1H), 6.45(d, 1H), 6.21(s, 
1H), 5.39(s, 1H). 4.27(t, 2H). 3.79(s, 3H), 2.88(s, 3H), 2.87(t, 2H), 1.84(s, 3H), 
1.24(s, 3H), 1.14(s, 3H) 

Anal, calcd for C29H31NO5S: C, 68.88; H.6.17; N. 2.77. Found: C, 69.08; H, 6.14; N, 
2.63. 

Example 316 

2.5-dihvdro-10-methoxv-5-n-f9-methvthinftt hv]>phenvlV2.2.4-trimftthvl-1H- 
mhenronvrnnnR^flqmnnline 
_A solution of Example 315 (10 mg, 0.02 mmol) in DMF (1 ml) was treated with 
NaSMe (14 mg, 0.20 mmol) at ambient temperature, stirred for 2 hr, quenched with 
saturated NaHC03, and extracted with ethyl acetate. The organic layer was washed with 
brine, dried (Na2SQ4) and concentrated. Flash chromatography of the residue on silica gel 
with 10-30% ethyl acetate/hexane provided 9 mg (99%) of the tide compound. 
MS (DCI/NH3) m/e 458 (M+H)+ 

*H NMR (300 MHz, DMSO-d 6 ) 8 8.00(d, 1H), 7.1 l(t, 1H), 7.07(s, 1H), 7.02(d, 1H), 
6.96(d. 1H), 6.90(t. 1H), 6.75(s, 1H), 6.70(d, 1H). 6.54(d, 1H), 6.44(d, 1H0, 6.16(s, 
1H), 5.39(s. 1H). 3.77(s, 3H), 2.70(t, 2H), 2.54(t, 2H), 1.91(s, 3H), 1.95(s, 3H), 
1.21(s, 3H), 1.15(s, 3H) 

Example 317 

2.5-dihvdro-10-mffthoxv-5-r3-f2-nvJ.N-dimethvlnmino c arhonvloxvtethvnphenvn-2.2.4- 
trimethvl- 1 H-f 1 lhpn™p vranor3.4-flquinr>1inft 
Example 314 and N,N-dimethylcarbamoyl chloride were processed as in Example 
14 to provide the desired compound. 
MS (DCI/NH3) m/e 499 (M+H)+ 
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1H NMR (300 MHz, DMSO-dg) 8 8.01 (d. 1H). 7.00(m. 5H), 6.76(s, 1H), 6.70(d, 1H). 

6.55(s, 1H), 6.44(d, 1H), 6.15(s, 1H), 5.39(s, 1H), 4.01(t, 2H), 3.78(s, 3H), 2.79(t, 

2H). 2.77(s, 3H), 2.65(s. 3H), 1.84(s, s, 3H), 1.23(s, 3H), 1.15(s. 3H) 

Anal, calcd for C31H34N2O4: C, 74.67; H, 6.87; N, 5.61. Found: C. 74.45; H. 6.73; N, 

5.45. 

Examnle 318 

2^-dihvdro-1()-meihoxv-5-f3^ 

rnhenrapvrannr-t 4-flnnirmlinft 
Example 315 and dimethylamine were processed as in Example 316 to provide the 
desired compound. 
MS (DCI/NH3) m/e 455 (M+H)+ 

1H NMR (300 MHz, DMSO-ag) 5 8.00(d, 1H), 7.09(t, 1H). 7.01(d, 1H), 6.97(m, 2H), 
6.90(t, 1H), 6.73(s, 1H), 6.69(d, 1H), 6.55(d, 1H), 6.44(d, 1H), 6.16(s, 1H), 5.39(s, 
1H), 3.79(s, 3H), 2.54(t, 2H), 2.25(t. 2H). 2.08(s, 6H), 1.87(s, 3H), 1.22(s, 3H), 
1.17(s, 3H). 

Example 319 

2.5^ihvdro-10-methoxv-5-cvclnnronvl/2.2 4-trimethvl-lH-rnh < » nznpvr a nnf3 4- 

flquinolins 

Examnle 31QA 

A mixture of ExamplelF (4.43 g, 13.7 mmol), 4-chlorophenol (9.28 g, 72.1 mmol) 
and MgS04 (8.69 g, 72. 1 mmol) in CH2CI2 (100 ml) at ambient temperature was stirred for 
12 hr, diluted with ethyl acetate (200 ml), washed with 1M aq NaOH twice and brine 
respectively, dried (Na2SC>4) and concentrated. The residue was triturated with hot ethyl 
acetate (25 ml) to provide the desired phenyl acetal. 
MS (DCI/NH3) m/e 306 (M-4-Cl-ph)+ 

Example 31 9R 

A solution of the Example 319A (131 mg, 0.30 mmol) in toluene (20 ml) at 0 °C 
was treated with cyclopropylmagnesium bromide made by refluxing cyclopropyl bromide 
(363 mg, 3.0 mmol) and Mg (73 mg, 3.0 mmol) in THE (1.5 ml) for 30 min. The final 
solution was allowed to warm to ambient temperature and stirred for 12 hr, quenched with 
sat NH4CI. The organic layer was washed with 1M aq NaOH twice and brine respectively. 
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dried (Na2S04) and concentrated. Hash chromatography of the residue on silica gel with 5- 
15% ethyl acetate/hexane provided 18 mg (17%) of the tide compound. 
MS (DCI/NH3) m/e 348 (M+H)+ 

1H NMR (300 MHz, DMSO-de) 8 8.01(d, 1H), 7.04(t, 1H), 6.67(d, 1H), 6.60(d, 1H), 
6.57(d, 1H), 6.16(s, 1H). 5.44(s, 1H), 5.42(d, 1H), 3.85(s. 3H). 2.12(s. 3H). 1.26(s, 
3H), 1.05(s, 3H), 0.28(m, 4H), 0.08(m, 1H). 

Example 320 
2 . 5-dihydr^lQ-methoxv-5-ethenvl-2.?4-^^ 

A solution of 2B (34 mg, 0.1 mmol) and tributylvinyltin (96 mg) in CH2CI2 (2 ml) 
was treated with boron trifluoride etherate (43 mg, 0.3 mmol) at -78 °C, and allowed to 
warm to ambient temperature with stirring for 2 hr. The reaction was then quenched with 
sat NaHCCb, and the organic layer was washed with sat. NaHC03 and brine respectively, 
dried (Na2S04) and concentrated. Flash chromatography of the residue on silica gel with 5- 
15% ethyl acetate/hexane provided 27 mg (81%) of the tide compound. 
MS (DCI/NH3) m/e 334 (M+H)+ 

1H NMR (300 MHz, DMSO-d 6 ) 8 7.93(d, 1H). 7.02(t, 1H), 6.63(dd, 2H), 6.54(d, 1H), 
6.19(d, 1H), 6.10(s, 1H), 5.93(m, 1H), 5.42(s, 1H), 5.16(dt, 1H), 4.91(dt, 1H), 3.83(s, 
3H), 2.11(s, 3H), 1.21(s, 3H). 1.13(s. 3H). 

Example 321 

trans 2.5-dihV(1ro-10-mKthnxv-5-r2-phenv1 P fh ( »nvn-2/? 4-rrin 1 ^vHH- 
rnhenzonvrannrTd-flqninftljnp 
A mixture of Example 320 (13 mg, 0.039 mmol), iodobenzene (12 mg. 0.058 
mmol), palladium (II) acetate (18 mg, 0.008 mmol), tri(o-tolyl)phosphine (3.6 mg, 0.012 
mmol), triethylamine (12 mg, 0.12 mmol) in CH3CN (1 ml) was heated to 80 °C for 4 hr in 
a sealed tube. After solvent removal, flash chromatography of the residue on silica gel with 
5-15% ethyl acetate/hexane provided 7 mg (44%) of the tide compound. 
MS (DCI/NH3) m/e 410 (M+H)+ 

l H NMR (300 MHz, DMSO-d 6 ) 8 7.99(d, 1H). 7.22(m, 4H), 7.19(m, 1H), 7.00(t, 1H), 
6.67(d, 1H), 6.63(d, 1H), 6.57(d. 1H). 6.38(q, 1H), 6.34(d, 1H). 6.27(d, 1H), 6.14(s, 
1H), 5.43(s, 1H), 3.82(s, 1H), 2.12(s, 3H), 1.22(s, 3H), 1.13(s, 3H). 
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Example 111 

2.5-dihYdrft-10-methO?{V- < >-( , ?-Dhenvlethvnvn-?. 7 4.trim P t h v1-1 H-mtv. n zo P vranr>r-* 4. 

flquinnline 

5 Example 2B and tributylphenylacetylenyltin were processed as in Example 320 to 

provide the desired compound. 
MS (DCI/NH3) m/e 408 (M+H)+ 

»H NMR (300 MHz, DMSO-de) 5 7.92(d, 1H), 7.29(m, 3H). 7.16(m, 2H), 7.10(d, 1H), 
6.78(d, 1H), 6.65(dd, 1H), 6.59(s, 1H), 6.23(s, 1H). 5.45(s, 1H), 3.87(s, 3H). 2.33(s, 
10 3H), 1.28(s, 3H), 1.12(s, 3H) 

Example 323 
ri5 2 . frdihvdro-l^methoxv-5-f?-nhen^ 

flquigpUne 

15 A mixture of Example 322 (20 mg, 0.049 mmol), palladium/BaSC>4 (20 mg) in 

pyridine (2 ml) was stirred at ambient temperature for 12 hr, quenched with water, and 
extracted with ethyl acetate. The organic layer was washed with brine, dried(Na2S04), and 
concentrated. Flash chromatography of the residue on silica gel with 5-15% ethyl 
acetate/hexane provided 13 mg (75%) of the tide compound. 

20 MS (DCI/NH3) m/e 4 10 (M+H) + 

lH NMR (300 MHz, DMSO-d 6 ) 8 7.97(d, 1H), 7.62(d, 2H), 7.48(t, 2H), 7.39(t, 1H), 
7.03(t. 1H), 6.72(d, 1H), 6.63(d. 1H), 6.61(d, 1H), 6.52(d, 1H), 6.12(d, 1H), 6.10(s, 
1H), 5.70(dd, 1H), 5.27(s. 1H). 3.87(s, 3H), 1.55(s, 3H), 1.17(s, 3H), 1.079s, 3H) 

25 Example 324 

Ifrdihvdro-lO-methoxv^-re-mrthvipm 

flquinoline 

Example 2B and tributyl-(2-methylpropenyl)tin were processed as in Example 320 
to provide the desired compound. 
30 MS (DCI/NH3) m/e 362 (M+H) + 

lH NMR (300 MHz, DMSO-dg) 8 7.92(d, 1H), 6.99(t, 1H), 6.65(d\ 1H), 6.58(d, 1H). 
6.44(d, 1H), 6.24(d, 1H), 6.21(s, 1H). 5.40(s, 1H), 5.18(d, 1H), 3.85(s, 3H), 2.07(s, 
3H), 1.84(s, 3H), 1.58(s, 3H), 1.23(s. 3H), 1.10(s, 3H) 

Anal, calcd for C24H27NO2: C, 79.74; H, 7.52; N, 3.87. Found: C. 79.34; H, 7.25; N, 
35 3.68 
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Example 325 

trans 2 . 5-dihYdro-10-methnxv-5-ri-cvcloh ff x e nvn.9 -> ^-r ri methvi.m-rnhen^nvrannr^ a 

flguinoline 

Example 2B and tributyl-(l-cyclohexenyl)tin were processed as in Example 320 to 
provide the desired compound. 
MS (DCI/NH3) m/e 388 (M+H)+ 

»H NMR (300 MHz, DMSO-dg) 5 7.91(d, 1H), 7.00(t, 1H), 6.64(d. 1H), 6.60(d, 1H), 
6.49(d, 1H), 6.02(s. 1H), 5.85(s, 1H), 5.39(s. 1H). 5.14(s, 1H), 3.81(s, 3H), 2.18(m, 
1H), 2.03(s, 3H), 1.98(m, 1H), 1.81(m, 1H), 1.64(m, 1H), 1.42(m, 3H), 1.24(m, 1H), 
1.22(s. 3H), 1.13(s, 3H) 

Anal, calcd for C26H29NO2 I.25H2O: C, 76.15; H, 7.74; N, 3.41. Found: C, 76.12; H, 
7.34; N, 3.21 

Example 326 

2.^dihYdr<7-10-f?rfiiranvn-S-n-nmnenvlV2.2.4-trim ft th v i-iH.rnhPn y opv ra nnn.t. 

flquinoline 

A magnetically stirred mixture of triflate 3C [from the original patent application] 
(196 mg, 0.421 mraol) and 2-(tributylstannyl)furan (0.250 mL, 0.79 mmol) and [1,1*- 
bis(mphenylphosphmo)ferrocene]dicloropalladium(n) methylene chloride complex (25 mg. 
0.031 mmol) and tetrabutylammonium iodide (25 mg, 0.068 mmol) in dry NMP (6.5 mL) 
was heated at 70°C for 5h under argon. The reaction was allowed to cool to room 
temperature, was diluted with satd aq NaCl and extracted with ethyl acetate (5 x 20 mL). 
The combined organic layer was dried (MgS04). filtered, and concentrated. The crude 
material was chromatographed on silica gel (16g) using ethyl acetate-hexane (10:90) to give 
product contaminated with starting material. The material was applied to three 10 x 20 cm, 
0.25 mm thick silica gel plates which were eluted four times with EtOAc-hexane (5:95). The 
product band was scraped off and extracted with ethyl acetate to furnish 23 mg (0.044 
mmol, 14%) of desired furan as a viscous syrup: *H NMR 5 7.67 (d, 1H, J=1.0Hz), 7.18 
(t. 1H. J=7.8Hz), 7.08 (m. 1H), 6.91 (dd. 1H, J=8.1Hz, J=1.4Hz), 6.64 (m, 2H), 6.35 
(d, 1H, J=8.5Hz), 6.25 (d, 1H, J=8.5Hz), 6.14 (m, 1H), 5.82 (m, 2H), 5.43 (s, 1H), 
5.05 (dd, 1H, J=10.5Hz, J=1.5Hz), 4.99 (dd, 1H, J=17.3Hz, J=1.5Hz), 2.40 (m, 2H), 
2.19 (s, 3H), 1.20 (s, 3H), 1.12 (s, 3H); mass spectrum (DCI) m/z 384 (M + 1). 
Anal. Calcd for C 26 H25N0 2 : C. 81.43; H, 6.57; N, 3.65. Found: C, 81.24; H. 6.62; N, 
3.66. 
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Example. 197 

A magnetically stirred mixture of triflate 3C (195 mg. 0.419 mmol), 36 mg (0.031 
mmol) of tetrakis(triphenylphosphine)palla(iium(0) and zinc cyanide (36 mg. 0.31 mmol) in 
dry dioxane (4.0 mL) and water (1.0 raL) was heated at 80°C for 48h under argon. The 
reaction was allowed to cool to room temperature, was diluted with ethyl acetate (25 mL) 
and washed with satd aq NaCl. The aqueous layer was extracted with ethyl acetate (2 x 20 
mL). The combined organic layer was dried (MgS0 4 ), filtered, and concentrated. The crude 
material was chromatographed on silica gel (20 g) using ethyl acetate-hexane (10:90) to give 
product contaminated with starting triflate. The partially pure nitrile was applied to two 10 x 
20 cm, 0.25 mm thick silica gel plates which were eluted five times with EtOAc-hexane 
(5:95). The product band was scraped off and extracted with ethyl acetate to furnish 17.3 
mg (0.0505 mmol, 12%) of desired nitrile: >H NMR 5 7.87 (d, 1H, J=8.5Hz), 7.46 (dd, 
1H, J=7.5Hz, J=1.5Hz), 7.27 (t, 1H, J=7.8Hz), 7.19 (dd, 1H, J=8.1Hz. J=1.4Hz), 6.71 
(d, 1H, J=8.5Hz), 6.57 (m, 1H), 5.90 (dd, 1H. J=10Hz, J=3.6Hz), 5.82 (m, 1H), 5.49 
(m, 1H), 5.04 (dm, 1H, J=10.5Hz), 4.98 (dm, 1H, J=17.3Hz), 2.38 (m, 1H), 2.30 (m, 
1H), 2.19 (s, 3H), 1.20 (s, 3H), 1.19 (s, 3H); mass spectrum (APCI) m/z 343 (M + 1);' 
Calcd for C23H22N2O: 342.1732. Found: 342.1730. 



Example X>* 

2^dihvdro-10-™froxv-5-n-nmn^ 

flquinoline 

A magnetically stirred mixture of the Example 4 (31 mg, 0.082 mmol) and sodium 
25 cyanide (5 1 mg, 0.78 mmol) in dry dimethylsulfoxide (2.5 mL) was heated at 1 10°C for 5h 
under argon. The reaction was allowed to cool to room temperature, was diluted with satd 
aq NaCl and extracted with ethyl acetate (5 x 20 mL). The combined organic layer was dried 
(MgS0 4 ), filtered, and concentrated. The crude material was applied to two 10 x 20 cm, 
0.25 mm thick silica gel plates which were eluted twice with EtOAc-hexane (10:90), then 
EtOAc-hexane (50:50) three times. The product band was scraped off and extracted with 
ethyl acetate to furnish 16 mg (0.044 mmol. 54%) of desired carboxylic acid as a viscous 
syrup: *H NMR 5 7.16 (m, 2H), 7.02 (d. 1H, J=8.5Hz), 6.98 (dd, 1H, J=5.5Hz, 
J=3.7Hz), 6.58 (d, 1H, J=8.5Hz), 6.29 (m, 1H). 5.82 (m, 2H), 5.45 (s. 1H), 5.05 (dd, 
1H. J=10.5Hz, J=1.5Hz), 4.98 (dd, 1H, J=17.3Hz, J=1.5Hz), 2.30 (m. 2H). 2.18 (s, 
3H), 1.20 (s. 3H), 1.16 (s, 3H); mass spectrum (APCI) m/z 362 (M + 1). 
Anal. Calcd for C23H23NO3: C, 76.43; H. 6.41; N, 3.88. Found: C, 76.24; H, 6.46; N 
3.66. 
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Example 

2.^dihYdrO-10-f2-hvdmxvTnpthvn-S-n-prnp e nv1V2.2 4.tri m ethv1-1H- 
mhenznnvrnnnr^ 4-flq.nnnline. 

To a magnetically stirred solution of example 4 (32 mg, 0.085 mmol) in dry 
methylene chloride (3 mL), cooled to -78°, was added dropwise 1.0M diisobutylaluminum 
hydride in cyclohexane (0.400 mL, 0.40 mmol) under dry argon. The temperature of the 
reaction was allowed to rise to 0°C. After 3.5h, the reaction was quenched by addition to 
aqueous Rochelle's salt and the layers were separated. The aqueous layer was extracted with 
ethyl acetate (3 x 40 mL). The combined organic layer was dried (MgS04) f filtered, and 
concentrated. The crude material was applied to two 10 x 20 cm, 0.25 mm thick silica gel 
plates which were eluted with hexane, then EtOAc-hexane (10:90) three times. The product 
band was scraped off and extracted with ethyl acetate to furnish 27 mg (0.078 mmol, 91%) 
of desired alcohol as a viscous syrup: *H NMR 6 7.47 (d, 1H. J=8.5Hz), 7.14 (m, 2H), 
6.80 (dd, 1H, J=7.3Hz, J=1.8Hz), 6.64 (d, 1H, J=8.5Hz), 6.17 (m, 1H), 5.81 (ddm, 1H, 
J=10.5Hz, J=17.1Hz), 5.73 (dd, 1H, J=3.4Hz. J=10.5Hz), 5.46 (m. 1H), 5.32 (dd, 1H, 
J=6.3Hz, J=4.2Hz), 5.02 (dm, 1H, J=10.5Hz). 4.94 (dm, 1H, J=17.1Hz), 4.62 (m, 2H), 
2.30 (m, 2H), 2.H (s. 3H), 1.19 (s, 3H), 1.16 (s, 3H); mass spectrum (ESI) m/z: 348 (M 
+ 1); Calcd for C23H25NO2: 347.1885. Found: 347.1897. 

Examnle 310 
2 . 5-d i hvdro-lQ-formvI-5-(3-Dronenvlv? 

A magnetically stirred mixture of the Example 329 (185 mg, 0.532 mmol) and 
tetrapropylammonium perruthenate (205 mg, 0.583 mmol) in dry methylene chloride (10 
mL) was stirred for 1.5h under argon. The reaction was filtered through celite, the filter pad 
was washed with ethyl acetate and the filtrate was concentrated. The crude material was 
chromatographed on silica gel (20 g) using EtOAc-hexane (10:90) to furnish 144 mg (0.417 
mmol, 78%) of desired aldehyde: *H NMR 5 10.11 (s, 1H), 7.45 (dd, 1H, J=7.8Hz, 
J=1.2Hz), 7.29 (t, 1H. J=7.8Hz), 7.16 (dd, 1H, J=7.8Hz, J=1.4Hz), 6.84 (d, 1H, 
J=8.5Hz), 6.70 (d, 1H, J=8.5Hz), 6.53 (m, 1H), 5.91 (dm, 1H. J=10.0Hz). 5.84 (m, 
1H), 5.51 (s, 1H), 5.05 (dm, 1H, J=10.5Hz), 4.97 (dm, 1H, J=17.3Hz), 2.40 (m, 2H), 
2.21 (s, 3H), 1.22 (s, 3H), 1.18 (s, 3H); mass spectrum (APCI) m/z 346 (M + 1): Calcd 
for C23H23NO2: 345.1729. Found: 345.1732. 
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Example Til 

2.5slihYdrtHframinompthvl-5-n-nm^^^^ 

flquinolinR 

To a magnetically stirred solution of Example 330 (40 rag, 0.1 16 mmol) and 
ammonium acetate (77 mg, 1.0 mmol) in dry methanol (10 mL) was added sodium 
cyanoborohydride (14 mg, 0.23 mmol) under nitrogen. After 5h, the reaction was quenched 
by addition to 10% sodium carbonate and extracted with ethyl acetate (3 x 40 mL). The 
combined organic iayer was dried (MgS0 4 ), filtered, and concentrated. The crude material 
was applied to two 10 x 20 cm, 0.25 mm thick silica gel plates which were eluted with 
hexane, then EtOAc-hexane (20:80) four times. The product band was scraped off and 
extracted with ethyl acetate to furnish 8.0 mg (0.023 mmol, 20%) of desired amine as a 
viscous syrup: »H NMR 5 7.55 (d, 1H, J=8.5Hz). 7.14 (m, 2H), 6.80 (dd, 1H, J=7.3Hz, 
J=1.8Hz), 6.64 (d, 1H, J=8.5Hz), 6.17 (m. 1H), 5.81 (ddm, 1H, J=10.5Hz, J=17.1Hz), 
5.73 (dd, 1H, J=3.4Hz, J=10.5Hz), 5.46 (m, 1H), 5.02 (dm, 1H, J=10.5Hz), 4.94 (dm,' 
1H, J=17.1Hz), 4.62 (m, 2H), 3.88 (m. 2H), 2.30 (m, 2H), 2.17 (s, 3H), 1.19 (s, 3H), 
1.16 (s, 3H); mass spectrum (ESI) m/z: 347 (M + 1); Calcd for C23H26N2O: 346.2045. 
Found: 346.2047. 

Example 332. 

2.5-dihV(1rO-lQ-methoxvmethv1-S-n-nrmp ft nvn-? 7.4-trim^hv1.1 H-nihpn7-npvranon.4- 

flquinolinc 

To a magnetically stirred solution of Example 329 (26 mg, 0.075 mmol) in dry THF 
(2.0 mL), cooled in an ice bath, was added 0.14 mL of 1M potassium hexamethyldisilazide 
in hexane under argon. Methyl iodide (13.8 mg, 0.097 mmol) was added and the reaction 
was allowed to slowly come to room temperature. The reaction was quenched with satd aq 
NH4CI and extracted with ethyl acetate (3 x 10 mL). The extracts were dried (MgSOj), 
filtered, and concentrated. The crude material was applied to three 10 x 20 cm, 0.25 mm 
thick silica gel plates which were eluted four times with EtOAc-hexane (5:95). The product 
band was extracted using EtOAc to furnish 25 mg (0.069 mmol, 92%) of desired methyl 
ether: lH NMR 5 7.34 (d, 1H, J=8.5Hz), 7.11 (m, 2H), 6.85 (dd, 1H, J=7.1Hz, 
J=2.4Hz), 6.64 (d, 1H, J=8.5Hz), 6.20 (m, 1H), 5.81 (dm, 1H, J=10.2Hz), 5.75 (m, 
1H), 5.46 (s, 1H), 5.02 (dm, 1H. J=10.2Hz), 4.93 (dm, 1H, J=17.3Hz), 4.61 (d, 1H, 
J=l 1.2Hz), 4.43 (d, 1H, J=l 1.2Hz). 3.37 (s. 3H). 2.33 (m, 1H), 2.27 (m, 1H). 2.17 (s. 
3H), 1.19 (s. 3H). 1.17 (s, 3H); mass spectrum (ESI) m/z 362 (M + 1); Calcd for 
C24H27NO2: 361.2042. Found: 361.2047. 
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Example *m 
Exatnnle TO A 

2.frd i hydrnHfrethftnyH-nhrn^ 

Example 7 and trifluoromethanesulfonic anhydride were processed as in Example 
3C to provide the desired triflate. 
MS (ESI) m/z 502 (M+H) + 



Example TO 

2.5-dihYdrt?-10-ffthpnYl-5-nhf nvl-? 7 4-trimerhvI.m.H lhenznnvrannn 4-flqninnlin* 

Example 333A and vinyl tributylstannane were processed as in Example 5 to provide 
the desired compound. 
15 MS (DCI/NH3) m/z 380 (M+H)+; 

1H NMR (300 MHz, CDCI3) 5 7.30-7.11 (m, 6 H), 7.02-6.89 (m, 3 H), 6.78 (s, 1 H), 
6.76-6.68 (m, 2 H), 6.32 (br s. 1 H). 5.72 (br d, 7=11.4 Hz, 1 H), 5.40 (br s. 1 H), 5 30 
(br d, 7=15.9 Hz, 1 H), 1.81 (s. 3 H), 1.26 (s, 3 H), 1.15 (s, 3 H); 

13 C NMR (125 MHz, DMSO) 5 151.3, 145.7, 138.8, 137.3, 133.3, 133.0, 131.2, 128 5 
20 (2), 128.3, 128.2, 128.0 (2), 127.8. 127.4, 126.6, 123.9, 120.8, 118.1, 116.2, 1145 
113.6, 75.3, 50.0, 30.0, 28.7. 23.2; 

HRMS (FAB) calcd m/z for C27H25NO: 379.1936 (M)+. Found: 379.1924. 



Example 

2 . 5-dihYdrO-lO-ffhYnYl-S-nhenvl-? ? 4-trimethvl.m.nj henzonvr a nnn d.a T ^v. n . 
Example 333A and (trimethylsilyl)acetylene were processed as in Example 6A and 
Example 6 to provide the desired compound. 
MS (DCI/NH3) m/z 378 (M+H) + ; 

1H NMR (300 MHz, DMSO) 8 8.32 (d, 7=8.8 Hz, 1 H). 7.27-7.16 (m, 5 H), 7.01 (dd, 
30 7=8.7, 1.8 Hz, 1 H), 6.83 (t, 7=8.6 Hz, 1 H), 6.84-6.79 (m, 1 H), 6.81 (br s. 1 H), 6.74 
(d, 7=8.6 Hz, 1 H), 6.42 (br s, 1 H), 5.41 (br s, 1 H), 4.38 (s, 1 H), 2.03 (s, 3 H), 1.24 
(s.3H). 1.18 (s, 3H); 

1*C NMR (125 MHz, DMSO) 5 150.9, 146.4, 138.8, 133.1, 130.7, 128.6. 128.2 (2), 
128.0 (2), 127.9, 127.4, 126.6. 126.5, 126.4, 126.3, 118.3, 117.6. 117.5, 115.7. 113 4 
35 84.3, 75.1, 50.0, 30.0, 28.8, 23.2; 

HRMS (FAB) calcd m/z forC 2 7H 23 NO: 377.1780 (M)+. Found: 377.1779. 
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Example 33 S 

methy l ^Vd i hvriro-Vphenvl-?, ? 4.frimethvl-lH-nih<m»nnviWT- 4-n 1 ,,inniim..ift. 

carboxylatfl 

5 Example 333A was processed as in Example 4 to provide the desired compound 

mp 150-2 °C; 

MS (DCI/NH3) m/z 412 (M+H)+; 

lH NMR (300 MHz, DMSO) 8 7.36-7.30 (m, 2 H). 7.28-7.17 (m, 3 H), 7.12-7.01 (m, 2 
H). 6.93-6.88 (m, 2 H), 6.84 (d, 7=8.7 Hz, 1 H), 6.70 (d. 7=8.9 Hz, 1 H), 6.40 (br s, 1 
10 H), 5.40 (br s. 1 H), 3.79 (s. 3 H), 1.81 (s, 3 H), 1.26 (s, 3 H), 1.17 (s, 3 H); 

NMR (125 MHz, DMSO) 8 169.9, 151.2, 146.1, 138.3, 132.5, 130.3, 128.8 (2), 
128.1, 128.0 (2), 127.7. 127.4, 127.0, 126.6, 124.9, 122.9, 119.6, 117.7, 117.5. 114.2, 
75.7. 52.2. 50.0, 30.0, 28.6, 23.2; 

Anal, calcd for C27H25NO3: C, 78.81; H, 6.12; N, 3.40. Found: C. 78.84; H. 6.25; N, 
15 3.24. 

Example 336 

2.frdihvdro-lfHhvrirOXVmethvn- 5-nhenvl-? ?4.tri met hvMH-rMh e n*nnvr a nnr3 A. 

flquinoline 

20 To a solution of Example 335 (136 mg, 0.330 mmol) in anhydrous CH 2 C1 2 (12 mL) 

at -50 °C was added Dibal-H (1.65 mL of a 1.0 M solution in heptane, 1.65 mmol). The 
resulting orange solution was wanned gradually to 0 °C over a 30 min period, then was 
stirred at 0 °C for 2 h. EtOAc (5 mL) was then added to the solution at 0 °C to quench the 
excess Dibal-H reagent (indicated by a color change of the solution from orange to light 
25 yellow) and the reaction mixture was then treated with saturated aqueous NH4CI (5 mL). 
The reaction mixture was partitioned between EtOAc (40 mL) and saturated aqueous 
Rochelle's salt (sodium potassium tartrate; 35 mL) and the resulting mixture was stirred 
vigorously until a clear separation of layers was observed (ca. 1 h). The layers were 
partitioned and the aqueous layer was extractedwith EtOAc (15 mL). The organics were 
combined and were washed with brine (10 mL) and then were dried (Na 2 S0 4 ). Filtration 
and concentration gave the desired compound (1 16 mg, 0.302 mmol, 92%) as a colorless 
foamy solid. 

MS (DCI/NH3) m/z 384 (M+H) + ; 

1H NMR (300 MHz, DMSO) 8 7.58 (d. 7=8.9 Hz. 1 H). 7.23-7.11 (m, 5 H). 6.98 (dd. 
7=8.7. 1.7 Hz, 1 H), 6.84 (t. 7=8.7 Hz. 1 H), 6.76 (br s, 1 H), 6.75 (d, 7=8.6 Hz, 1 H), 
6.69 (dd, 7=8.7. 1.8 Hz. 1 H). 6.26 (br s. 1 H), 5.40 (br s. 1 H), 5.37 (dd. 7=6.0. 4.0 
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Hz, 1 H), 4.65 (dd. 7=11.5. 6.0 Hz, 1 H), 4.54 (dd, 7=11.6, 4.4 Hz, 1 H), 1 80 (s 3 H) 
1.24 (s, 3 H), 1.17 (s,3 H); 

13C NMR (125 MHz, DMSO) 8 151.0, 145.6. 139.0. 137.0. 133.1. 131.4. 128.4 (2) 
128.1. 128.0 (2). 127.7. 127.6. 126.2, 124.8, 123.7, 118.6. 118.0, 1160 113 9 75 l' 
5 61.9, 49.9, 29.9, 28.7, 23.3; 

Anal, calcd for C26H25NO2: C, 81.43; H, 6.57; N, 3.65. Found: C, 81.53; H. 6.86; N, 
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Example in 

2.5-dihYriro-10-fonnyl-S-phenYl-? 7 4-trimethvI-lH-f nhenznnvr^n ^flgmn fl iin s 
To a solution of Example 336 (50 mg. 0. 130 mmol) in CH 2 C1 2 (6 mL) at 23 °C was 
added a solution of tetrapropylammonium perruthenate (60 mg. 0.16 mmol) in CH2CI2 (14 
mL). After 15 min. the reaction mixture was filtered through a small plug of silica gel, 
rinsing with CH 2 C1 2 followed by 1:1 EtOAc-hexanes. The filtrate was concentrated to give 
a gold syrup which was purified by preparative thin layer chromatography (elution with 3% 
EtOAc/toluene) to afford the desired product (19 mg. 0.050 mmol. 38%) as a pale yellow 
foam. 

MS (DCI/NH3) m/z 382 (M+H)+; 

»H NMR (300 MHz, DMSO) 8 10.13 (s, 1 H). 7.31 (dd, 7=8.8, 1.9 Hz, 1 H), 7.28-7.16 
(m. 5 H), 7.12 (d, 7=8.7 Hz, 1 H), 7.05 (dd, 7=8.7. 2.0 Hz, 1 H), 6.95 (d. J=8.S Hz. 1 
H), 6.92 (br s, 1 H), 6.81 (d, 7=8.8 Hz, 1 H), 6.59 (br s, 1 H), 5.43 (br s, 1 H), 1.85 (s 
3 H), 1.27 (s, 3 H), 1.18 (s, 3 H); 

13C NMR (125 MHz, DMSO) 8 191.4, 151.9. 146.8, 138.3. 133.2. 131.5, 131.4, 130.8, 
128.6 (2), 128.1 (2), 128.0, 127.2, 126.6. 121.5, 121.4, 118.1. 115.5, 114.2 (2), 75 8 
25 50.2, 30.1, 29.0, 23.1; 

HRMS (FAB) calcd m/z for C 26 H 24 NO: 382.1807 (M+H)+. Found: 382.1816. 

Example 338 

2 . 5-dihYdro-iO-fmfthox^ 

flqwinoline 

To a solution of Example 336 (22 mg, 0.057 mmol) in THF (2.0 mL) at 0 °C was 
added KHMDS (1 10 mL of a 0.5 M solution in toluene. 0.057 mmol). After 15 min. a 
solution of iodomethane was added as a solution in DMF (100 mL of a solution of 81 mg 
iodomethane in 1 .0 mL DMF. 0.057 mmol) was added and the solution was stirred 
additionally at 0 °C for 30 min. the cooling bath was removed, and the reaction was stirred 
additionally at 23 °C for 1.5 h. The reaction was then quenched with water (3 mL) and was 
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extracted with EtOAc (2 x 20 mL). The combined organic layers were washed with brine (5 
mL), then were dried (MgSCU), and were concentrated in vacuo to provide a brown oil. 
Purification of this residue by preparative thin layer chromatography (elution with 10% 
EtOAc/hexanes) afforded the desired product (15 mg, 0.038 mmol, 66%) as a colorless 
foam. 

MS (DCI/NH3) m/z 98 (M+H)+; 

lH NMR (300 MHz, DMSO) 8 7.40 (d, 7=8.9 Hz, 1 H), 7.19-7.10 (m, 5 H). 6.97-6.92 
(m, 1 H), 6.94 (s, 1 H), 6.77-6.70 (m, 3 H), 6.29 (br s, 1 H), 5.39 (br s, 1 H), 4.58 (d, 
7=11.1 Hz, 1 H), 4.39 (d, 7=11.1 Hz, 1 H), 3.28 (s, 3 H), 1.81 (s, 3 H), 1.26 (s, 3 H), 
1.17 (s, 3 H); 

!3C NMR (125 MHz, DMSO) 8 151.0, 145.7, 138.8, 132.9, 132.6, 131.5, 128.4 (2), 
127.8 (2), 127.8, 127.7, 127.5, 126.1, 125.7, 124.4, 118.3, 117.9, 116.6, 113.9, 75.2, 
72.5, 57.2, 49.9, 29.9, 28.7, 23.3; 

HRMS (FAB) calcd m/z for C27H27NO2: 397.2042 (M)+ Found: 397.2039. 

Example 33Q 

2.5-dihYdro-1(VethPny1-s-o ^o-2.2.4-trime th v l- lH -f nhe n Z onvranor3.4-nq l .inniin ft 
Example 3C and vinyl tributylstannane were processed as in Example 5 to provide 
the desired compound, 
mp 218-224 °C; 

MS (DCI/NH3) m/z 318 (M+H)+, 335 (M+NH4)+; 

1H NMR (300 MHz, DMSO) 8 7.88 (d. 7=8.8 Hz. 1 H). 7.38 (dd, 7=8.8, 6.6 Hz, 1 H), 
7.29 (s, 1 H), 7.28 (d, 7=8.6 Hz. 1 H), 7.19 (dd, 7=17.3, 11.1 Hz, 1 H). 7.13 (d. 7=8.7 
Hz. 1 H), 7.03 (br s, 1 H). 5.75 (dd. 7=17.3, 1.2 Hz, 1 H). 5.52-5.47 (m. 2 H), 1.97 (s, 
3 H), 1.24 (s, 6H); 

13C NMR (125 MHz, CDCI3) 8 160.1, 150.0, 145.4, 138.5, 136.3, 132.2. 131.0, 127.1, 
126.7, 126.6, 125.5, 124.1, 119.9. 118.5, 117.2. 115.9. 115.7. 50.0. 27.9 (2). 21.0; 
Anal, calcd for C 2 iH 19 N0 2 : C. 79.47; H. 6.03; N. 4.41. Found: C, 79.28; H. 5.97; N, 
4.20. 

Example 340 

5-(3-€YClQhexenvl V2,5-dihvdro- 1 0-<Mhenv1-2.2.4-trin iethvl- 1 H-f 1 lhen7.opvranor3.4- 

flquinoline 

To a magnetically stirred solution of Example 339 (100 mg, 0.300 mmol) and 3- 
(trimethylsilyl)cyclohexene (139 mg. 0.900 mmol) in CH2CI2 (6 mL) at -78 °C was added 
freshly distilled BF 3 »OEt2 (80 mL, 0.600 mmol). The resulting greenish brown solution 
was stirred at -78 °C for 15 min then slowly warmed to 23 °C with continued stirring over a 
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period of 1 h. The reaction mixture was poured into 10% NaHCOj solution (10 mL) and 
extracted with EtOAc (2 x 20 mL). The combined organic portions were washed with brine 
(8 mL) and were dried (Na2SC>4). Filtration and concentration gave a brown residue which 
was purified via flash chromatography (elution with 5% EtOAc/hexanes) to give the desired 
product as a tan foam (356 mg, 0. 186 mmol, 62%). 
MS (DCI/NH3) m/z 384 (M+H)+; 

*H NMR (300 MHz, DMSO) (data for major syn diastereomer) S 7.30 (d, 7=8.0 Hz, 1 H), 
7.16-6.97 (m, 3 H), 6.95-6.88 (m, 1 H), 6.67 (d, 7=8.0 Hz, 1 H), 6.42 (br s, 1 H), 5.82- 
5.60 (m, 3 H), 5.52-5.44 (m, 2 H), 5.33 (d, 7=7.6 Hz, 1 H), 2.40-2.26 (m, 1 H), 2.17 (s, 
3 H), 2.05-1.82 (m, 2 H), 1.70-1.53 (m, 2 H), 1.32 (s, 3 H), 1.31-1.07 (m, 2 H), 1.05 
(s, 3 H); 

«C NMR (125 MHz, CDCI3) 5 138.8, 134.2, 129.3 (2), 128.1 (2), 127.9 (2), 126.7, 
121.3, 116.4. 114.1, 37.2, 37.0, 34.7, 31.6, 30.2, 27.2, 26.1, 25.2, 24.7, 22.6, 24.1, 
21.8 (2). 20.5, 14.1; 

Anal, calcd for C27H29NO: C, 83.57; H. 7.66; N, 3.60. Found: C, 83.55; H, 7.38; N, 
3.45. 

Example 341 

2.5-dihvdrO-]0-fthenvl-5-ri-methvl-l-cvcl nhexenvn.2.?4-trim(»thvl-1H- 
rnbenzopyran or3.4-flquinnline. 
Example 339 and 3-(dimethylphenylsilyl)-3-methylcyclohexene were processed as 
in Example 339 to provide the desired compound, 
mp 198-201 °C; 

MS (DCI/NH3) m/z 398 (M+H)+; 

*H NMR (300 MHz, DMSO) (data for major syn diastereomer) 8 7.30 (d, 7=7.9 Hz, 1 H), 
7.16-7.00 (m. 3 H), 6.92 (dd, 7=7.1, 2.6 Hz, 1 H), 6.66 (d, 7=8.0 Hz, 1 H), 6.39 (br s, 1 
H), 5.73 (d. 7=12.4 Hz, 1 H), 5.52-5.41 (m. 3 H), 5.32 (d, 7=10.2 Hz, 1 H), 2.33-2.22 
(m, 1 H), 2.14 (s, 3 H), 1.91-1.70 (m, 1 H), 1.87-1.65 (m, 1 H), 1.63-1.51 (m, 1 H), 
1.60 (s, 3 H). 1.34-1.15 (m, 2 H), 1.31 (s. 3 H), 1.13-0.98 (m, 1 H), 1.04 (s, 3 H); 
Anal, calcd for C28H31NO: C, 84.59; H. 7.85; N, 3.52. Found: C, 84.46; H, 7.81; N, 
3.37. 

Example 342 

2.5-dih vdro-5-n-nronenvn- 1 H-m^th vIihio-2.2. 4-trimethvl- 1 H-f 1 Ih^nynpymnnR d- 

fjquinoline 

To a magnetically stirred solution of Example 3B (120 mg, 0.390 mmol) in 
anhydrous DMF (1.0 mL) at 0 °C was added sodium hydride (17 mg of a 60% dispersion in 
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mineral oil, 0.430 mraol). The mixture was stirred under an atmosphere of nitrogen until 
evolution of hydrogen had ceased (1 h). Solid dimethylthiocarbamoyl choride (64 mg, 
0.520 mmol) was then introduced in a single portion and stirring was continued at 0 °C for 
30 min. The cooling bath was removed and the mixture heated at 80 °C for 45 min. The 
reaction mixture was then poured into 1% NaOH (10 raL) and extracted with EtOAc (2 x 25 
mL). The combined organics portions were washed with water (3x5 raL) and with brine 
(3 mL) then dried (MgS0 4 ), filtered and concentrated. The resulting brown residue was 
purified flash chromatography (elution with 25% EtOAc/hexanes) to provide the resulting 
thionocarbamate (43 mg, 0. 109 mmol, 28%) as a yellow solid. 
MS (DCI/NH3) m/z 348 (M+H)+ 

The compound prepared above (1 13 mg, 0.280 mmol) was placed in an open vial 
and immersed in a Woods metal bath heated to 270-280 °C for 6 min. The reaction was 
cooled and the resulting dark brown residue was purified flash chromatography (gradient 
elution: 20%/E40% EtOAc/hexanes) to provide the thermally rearranged thiocarbamate 
product (67 mg, 0.165 mmol, 59%) as a yellow solid. 
MS (DCI/NH3) m/z 348 (M+H)+ 

To a solution of the rearranged product (500 mg, 1.26 mmol) in anhydrous toluene 
(70 mL) at -78 °C under N 2 was added dropwise Dibal-H (2.02 mL of a 1.0 M solution in 
heptane, 2.02 mmol) maintaining the temperature at -78 °C. The resulting orange-red 
solution was stirred at -78 °C for 1.5h at which time a TLC of an aliquot (quenched with 
satd. ammonium chloride) indicated conversion to desired product.. Some lower R f 
material (diol resulting from over-reduction) was also observed. EtOAc (10 mL) was added 
to the solution at -78 °C to quench the excess DIBAL-H reagent (indicated by a color change 
of the solution from orange-red to light yellow), followed by addition of saturated aqueous 
NH4CI solution (15 mL). The reaction mixture was partitioned between EtOAc (150 mL) 
and aqueous Rochelle's salt (sodium potassium tartrate, 40 mL) and the resulting mixture 
was stirred vigorously until a clear separation of layers was observed. The layers were 
separated and the organic layer was washed with brine (20 mL), was dried (Na 2 S0 4 ). and 
was filtered. Removal of solvent gave the lactol as a light yellow foam (512 mg) which was 
used without further purification. 

The lactol was dissolved in MeOH (30 mL) at 23 0 C and p-TsOH»H 2 0 (50 mg, 
25% w/w) was added portionwise as a solid. The mixture was stirred for 14 h at 23 0 C and 
then was quenched with saturated aqueous sodium bicarbonate (10 mL) and was extracted 
with EtOAc (2 x 50 mL). The organics portions were combined and were washed with 
brine (20 mL) and were dried (Na 2 S0 4 ). Filtration and concentration provided a yellow 
residue which was purified by flash chromatography (elution with 5% EtOAc/C^Cl^ to 
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provide the product methylacetal (157 mg. 0.416 mmol. 33% over two steps) as a yellow 
foam. 

MS (DCI/NH3) m/z 379 (M-OCH 3 )+. 

The lactol prepared above and allyltrimethylsUane were processed as in Example 2 to 
5 give a C-5 allyl compound. 

MS (DCI/NH3) m/z 421 (M+H)+. 

Example. ^47 



flouinolinpf 

A suspension of the thiocarbamate (249 mg, 0.590 mmol) and KOH (90 mg 1 20 
mmol) in ethylene glycol (6 mL) containing water (1.5 mL) was heated at reflux 
(homogeneous solution) for 1.5 h. The solution was cooled and poured onto ice (10 g) 
The mixture was acidified ( P H 4) with 10% HC1 and was then extracted with CH 2 C1 2 (2 x 
15 20 mL). The extracts were dried (Na 2 S0 4 ). were filtered, and were concentrated The 

resulting residue was purified by flash chromatography (elution with 5% EtOAc/CHzCb) to 
provide nearly homogeneous thiophenol adduct (183 mg) as an off-yellow solid that was 
used immediately: H NMR (300 MHz, DMSO-^) 5 7.72 (d. 7=8.0 Hz, 1 H) 7 08 (dd 
J=7.6, 1.1 Hz. I H), 6.96 (t, 7=7.5 Hz, 1 H). 6.67 (d, 7=8.1 Hz, 1 H). 6.63 (dd 7=7 5 

20 )i H ,M ? \ 6 f °" s - 1 HX 5 - 88 - 5 - 70 (ra ' 2 H) - 547 <* S ' 1 «>• 5 - 41 

(dd. 7=13.2, 1.3 Hz, 1 H), 4.98 (dd, 7=18.4, 1.3 Hz, 1 H), 2.48-2.21 (m, 2 H) 2 17 (s 
3 H), 1.20 (s, 3 H), 1.17 (s, 3 H); MS (DCI/NH3) m/e 350 (M + H)+. 

A solution of the crude thiophenol (183 mg) in DMF (10 mL) at 0 °C was treated 
with cesium carbonate (50 mg, 0. 153 mmol). After 10 min. a solution of iodomethane (25 
25 mg, 0. 176 mmol) in DMF (0.7 mL) was added, and the solution was stirred at 0 °C for 30 
mm then at 23 °C for 2 h. The mixture was diluted with 1:1 EtOAc-hexane (100 mL) and 
was washed with water (3 x 25 mL) then washed with brine (25 mL). The organic portion 
was dried (Na 2 S0 4 ). was filtered, and was concentrated. The resulting residue was 

30 Stf .fi™ 11 Ch 7 m ™ gra ? h y (elution 5% EtOAc/hexanes) to provide the thioether 
30 (65 mg. 0. 179 mmol. 34%) as an off-yellow solid: J H NMR (300 MHz. DMSO-<fc) 5 7 82 
(d 7-8 1 Hz. 1 H), 7.1 1 (t, 7=7.6 Hz. 1 H). 6.98 (br d. 7=7.7 Hz, 1 H), 6.72 (br d. 

T^L L 6 ' 62 W ' y=8 0 HZ * 1 H) * 6 27 (br S ' 1 H) « 5 88 - 5 - 70 (». 2 H). 5.47 (br 
s. 1 H) 5.03 (dd. 7=13.3. 1.1 Hz, 1 H), 4.99 (dd. 7=18.3. 1.1 Hz, 1 H). 2.47 (s. 3 H). 

35 ^^w^^^^^'^^'^^^^^^liS 
35 (CI/NH3) m/e 364 (M+H)+. 
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Example 344 

ft/-) 2 . .1-dihYdrft-9<4-a C etamidohiitanovloxv>-10-mt»thn»Y-^ ,2.4-triiTi P .thy1-5-a11v1.1H^ 

mhenzonvrnnon 4-flgiiinr.lin.* 

MS (APCI) m/z 491 (M+H)+; 

1H NMR (200 MHz. DMSO-d6) 5 7.94 (t, 1H), 7.84 (d, 1H), 6.88 (d, 1H), 6.67 (d, 
1H), 6.64 (d, 1H), 6.21 (s, 1H), 5.87-5.78 (tn, 2H), 5.46 (s, 1H), 5.06-4.96 (m, 2H), 
2.60 (s, 2H), 2.16 (dt, 2H), 2.62 (t. 2H), 2.21-2.27 (m, 2H), 2.18 (s. 2H). 1.82 (s, 2H), 
1.79 (m, 2H), 1.18 (s. 2H), 1.17 (s. 2H). 

Example !US 

10-fdifluornmprhoyv)-2.5-dihvdm-5-nhenv1-2-? 4-trimethv1.1H-rnhenznnvr a nnn4- 

flquinoline 

Example 7 and bromodifluoromethane were processed as in Example 8A to provide 
the desired compound. 
MS (CI/NH3) m/z 420 (M+H)+; 

l H NMR (300 MHz, DMSO-d 6 ) 8 7.80 (s, J=8.8 Hz, 1 H), 7.26-7.15 (m. 5 H), 7.16-7.13 
(m, 1 H), 6.97 (t. J=8.1 Hz, 1 H), 6.82 (br s, 1 H), 6.74 (d, J=8.9 Hz, 1 H), 6.72-6.67 
(m, 1 H), 6.38 (br s, 1 H), 5.39 (br s, 1 H), 1.82 (s, 3 H), 1.24 (s, 3 H), 1.15 (s, 3 H); 
HRMS (FAB) calcd m/z for C26H23F2NO2: 419.1697 (M)+. Found: 419.1714. 

Example M6 

lQ-(bromodifluoromethoxvV2.5-dihvdm -S-phenv1-2.2.4-trimethv1- 
1 H-n 1hr.n7opvrnnnn.4-fiquinn1inft 

MS (ESI) m/z 498 (M+H) + 

*H NMR (300 MHz, DMSO-d 6 ) 5 7.68 (s, J=8.8 Hz, 1 H), 7.25-7.14 (m, 5 H), 7.03 (t, 
J=8.2 Hz, 1 H), 6.89-6.84 (m, 1 H), 6.85 (br s, 1 H). 6.83-6.79 (m, 1 H), 6.74 (d, J=8.6 
Hz, 1 H), 6.46 (br s, 1 H), 5.40 (br s, 1 H), 1.81 (s, 3 H), 1.25 (s, 3 H), 1.15 (s, 3 H); 
l3 CNMR (125 MHz, DMSO-d 6 ) 8 152.34, 146.44, 145.97, 138.38, 133.02, 130.51, 
128.61 (2), 128.07, 127.92 (2), 127.33, 126.86 (2), 119.16. 117.82, 116.68, 115.84, 
115.32, 114.28, 114.12, 75.60, 49.93, 29.90, 28.72, 23.26; 

HRMS (FAB) calcd m/z for C26H 2 2 79 BrF 2 N02: 497.0802 (M+H) + . Found: 497.0790. 
HRMS (FAB) calcd m/z for C26H22 81 BrF 2 N02: 499.0782 (M+H) + . Found: 499.0793. 
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Example "U7 

l Q-a?romQd i flU0rometh0XV)-5-nhP.nvl-? ?-dimethvl^m, » thvlene-3/t d S-tetrahyHm-IH. 

chmmennn A.q^n^]^ 

MS (ESI) m/z 498 (M+H) +. 

'H NMR (300 MHz, CDC1 3 ) 8 7.88 (s, J=8.4 Hz, 1 H), 7.31-7.26 (m, 2 H), 7.19-7.12 
(m. 3 H), 6.95 (t, J=8.1 Hz, 1 H). 6.86-6.78 (m. 2 H), 6.64 (br s, 1 H), 6.58 (d, J=8.5 
Hz, 1 H), 4.94 (s, 1 H), 4.61 (s, 1 H), 4.17 (br s, 1 H), 2.45 (br d, J=12.0 Hz, 1 H), 
2.19 (d, J=12.4 Hz, 1 H), 1.35 (s, 3 H), 1.14 (s. 3 H); 

HRMS (FAB) calcd m/z for C 2 6H22 79 BrF 2 N02: 497.0802 (M+H)+. Found: 497.0790. 
HRMS (FAB) calcd m/z for C26H22 8l BrF 2 N02: 499.0782 (M+H)+ Found: 499.0771. 

Example M% 

2.5-dihYdro-9-hYdmxv-10-methoxv-2.2.4-trinipthv i-5-rr2-nnnrnph ft nvnni^hvn.iH . 

rnhen^pvmnnn 4-flquinnline 
Examnle T4Q 

lQ-methOXV-5-(5-methvlisoxazo1-3-vnmftthviHpn P -9 5 -dihvrfm-S-phenvl-2 1 A-trim^ y]. 

lH-mhen?opvrnnor3.4-flqiiinn1i^e 
Example IF and the lithium anion of 3^-dimethylisoxazole were processed as in 
Example IB to provide the desired compound. 
MS (DCI/NH3) m/z 401 (M+H) + ; 

*H NMR (300 MHz, DMSO-d 6 ) 8 8.33 (d, 1H, J=8.83 Hz), 7.7-7.5 (m, 1H), 7.22 (t, 1H. 
J=8.09), 7.05 (d, 1H, J-l.l Hz), 6.85 (s, 1H), 6.79 (d, 1H, J=8.82 Hz), 5.61 (s, 1H), 
5.5 (s, 1H), 3.93 (s. 3H), 2.45 (s, 3H), 1.96 (d. 3H, J=l.l Hz), 1.20-1.30 (s, 6H). 

Example ISO 

l Q-methoxy-5-f3-methv1isoxa7.ol-5-vnme 

lH-rnhenzopvrannn.4-flgiiinnlinP 
Example IF and the lithium anion of 3,5-dimethylisoxazole were processed as in 
Example IB to provide the desired compound. 
MS (DCI/NH3) m/z 401 (M+H)*; 

'H NMR (300 MHz, DMSO-d 6 ), isomer 1: 8 8.38 (d, 1H, J=8.83 Hz), 7.22 (t. 1H, J=8 
Hz), 7.09 (s, 1H), 6.87-6.81 (m, 2H), 6.56 (s, 1H), 5.65 (s, 1H), 5.51 (s, 1H), 3.93 (s, 
3H), 2.28 (s, 3H). 1.95 (s, 3H), 1.29 (s, 3H), 1.26 (s, 3H); isomer 2: S 8.16 (d, 1H, 
J=8.83 Hz). 7.18 (t, 2H, J=8 Hz). 7.06 (s, 1H). 6.80-6.76 (m, 2H), 6.46 (s. 1H), 5.90 
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(s. 1H), 5.21 (s, 1H). 3.91(s, 3H), 2.08 (s, 3H), 1.84 (s, 3H), 1.26 (s, 3H). 1.12 (s. 
3H). 

Example 

lQ-meUio^Y-5-(4„ , )-dimftthvl-1.3-oxa7oi.2.vnmPthvi ( iPne-7 s.H;hydm-s- P h*nyi.7 -> 4. 

trimeth vl- 1 H-M Ihenrnpyrannn 4-fl guinnline 
Example IF and the lithium anion of 2,4,5-trimethyloxazole were processed as in 
Example IB to provide the desired compound. 
MS (DCI/NH3) m/z 415 (M+H) + ; 

'H NMR (300 MHz, DMSO-d 6 ), isomer 1: 6 8.36 (d, 1H, J=8.82 Hz), 7.24-7.20 (m, 
1H), 6.82 (m, 3H), 6.25 (s, 1H), 5.49 (s, 1H), 3.92 (s, 3H), 2.31 (s, 3H), 2.09 (s, 3H). 
1.28 (s, 3H), 1.2 (m, 6H); 2nd isomer 8 8.09 (d, 1H, J=8.82 Hz), 7.16 (m. 1H), 6.78- 
6.73 (m, 2H), 5.41 (s. 1H), 5.21 (s, 1H), 3.91 (s, 3H), 2.03 (s. 3H), 1.89 (s, 3H). 1.88 
(s, 3H), 1.25-1.15 (m. 6H). 

Example 

l Q-meqioxv-5-f6-chlftroPvridin-2-vlWh^ 

mhenrapvmnnp 4-flqninnline. 

Example IF and the lithium anion of 6-chloro-2-methylpyridine were processed as 
in Example IB to provide the desired compound. 
MS (DCI/NH3) m/z 431(M+H) + ; 

*H NMR (300 MHz, DMSO-d 6 ) 8 8.35 (d, 1H, J=4.7 Hz), 8.25 (d, 1H, J=8.1 Hz), 7.9 (t, 
1H, J=7.7 Hz), 7.30 (d, 1H, J=7.7 Hz). 7.21 (d. 1H, J=8 Hz), 7.00 (d, 1H, J=8.1 Hz), 
6.8 (dd, 2H, J=8.4, 2.6 Hz), 6.72 (s, 1H), 5.65 (s. 1H), 5.51 (s, 3H), 3.93 (s, 3H). 1.99 
(s. 3H), 1.2 (s, 6H). 

Example 253 

10-methO?tV-5-(nvri(1in-2-vnmethvidene-2.5-dihvH ro-S-phftnv1-?.2.4.trimethv1-lH- 

mbenzonvranon.4-flQuinf>lin<» 
Example IF and the 4-picolinyllithium were processed as in Example IB to provide 
the desired compound. 
MS (DCI/NH3) m/z 397 (M+H) + ; 

'H NMR (300 MHz, DMSO-d 6 ), isomer 1: 5 8.52 (d, 2H, J=6.1 Hz), 8.17 (d, 1H, J=8.8 
Hz), 7.2 (t, 1H, J=8.2 Hz), 6.96 (s, 1H), 6.7 (m, 3H), 6.66 (s, 2H), 5.55 (s, 1H). 4.53 
(s, 1H), 3.93 (s, 3H), 1.81 (d, 3H, J-1.4 Hz), 1.27 (s. 6H); isomer 2: 5 8.32 (d, 2H, 
J=6.1 Hz), 8.19 (d. 1H, J=8.8 Hz), 7.17 (t. 1H, J=8.2 Hz), 6.99 (s, 1H), 6.77 (m, 3H), 
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6.45 (s. 2H), 5.48 (s, 1H), 5.05 (s, 1H). 3.93 (s, 3H), 1.81 (d, 3H. J=1.4 Hz), 1.27 (s, 
6H). 

Example ^4 

l Q-mgthnxY-^-0>iit-3-env1idpneV? S-dihvrirn.s. p h.»n v i.2,2 .4-frim^Yl - IH - 

ri1henrapvrrmr»p 4- flauinoline 
Example IF and the lithium anion of cylopropylmethylbromide were processed as h 
Example IB to provide the desired compound. 
MS (DCI/NH3) m/z 360 (M+H) + ; 

'H NMR (300 MHz. DMSO-de) 8 8.16 (d, 1H, J=8.8 Hz), 7.10 (t, 1H, J=7.7 Hz), 6.8- 
6.6 (m, 4H), 6.47 (s. 1H), 5.89-5.75 (m, 1H). 5.41 ( s , 1H), 5.10-4.93 (m. 2H), 4.67 (t, 
1H, J=7.5 Hz), 3.88 (s, 3H), 1.97 (d, 3H, J=1.3 Hz), 1.20 (s, 6H). 

Example ^SS 

l Q-methoxy-'Hl-mftthYlPmnvlideneV? S-dihvrim-s- P h e nvi-7 ? 4.^^1-1 h. 

f llbenzonvrannn ^Q ffl linfllip e 
Example IF and the rec-butyllithium were processed as in Example IB to provide 
the desired compound. 
MS (DCI/NH3) m/z 362 (M+H) + ; 

'H NMR (300 MHz. DMSO-de) 5 8.01 (d, 1H, J=8.09 Hz), 7.09 (t, 2H, J=8.09 Hz), 6.7 
(dd, 2H, J=8.5, 2.6 Hz), 6.65 (d, 1H, J=8.46 Hz), 6.37 (d, 1H, J=0.8 Hz), 5.4 (s, 1H), 
3.87 (s, 3H), 1.86 (d, 3H, J=l.l Hz), 1.48 (s. 3H), 1.33 (s, 3H). 1.08 (s, 3H), 0.9 (t, 
3H, J=7.3 Hz). 



Examnle ^6 

tO-methOXV-S-f 1 -hntVlidene-V? S-dihvrim.S-pheny| . 2,2.4-trimethv1.1 H. 
mhen7.npvranqp 4-flqnin n |inp, 

Example IF and the n-butyllithium were processed as in Example IB to provide the 
desired compound. 

MS (DCI/NH3) m/z 362 (M+H) + ; 

*H NMR (300 MHz, DMSO-dg) S 8.14 (d, 1H), 7.07 (t, 1H), 6.67 (m, 3H), 6.07 (s, 1H), 
5.40 (s. 1H), 4.71 (t, 1H), 3.88 (s. 3H), 2.29 (q, 1H), 2.00 (s, 3H). 1.43-1.36 (m, 2H), 
1.21 (s. 6H), 0.88 (t, 3H). 
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Example ^7 

2.5-dihY(1ro-10- m rfhoTY-^ 2 <\ trimfthvl-Vorid.-S-nh.nvi.m.n^^^^^ p 1 

flouinarnlinp. 
Example Ti7ft 

8-aminO-7-hromo- 1 -methn*v.fiFf.h e n7n rr1rh™ m rn . ft . nnr 
A solution of Example IE (3.0 g. 12.0 mraol) in DMF (100 mL) was treated with 
N-bromosuccinimide (2.2 g, 12.0 mraol), stirred for 40 minutes, poured into 900 mL of 
water, stirred for 5 minutes and the resulting solid was collected by filtration and dried to 
give the desired compound. 

Example 3S7fi 

7-brOlTlft- 1 -meth0XV-fVnhenv1-6H.F*. n ™r f 1 c hromPn-g.v1 am j nf 
Example 357A (2.0 g, 6.25 mraol) and phenyllithium were processed as in 
Examples 1G and 1 to provide the desired compound. 

Examnlf. ^S7P 

l -f7-brnmo-l-mpfhoxv-6-nhfflvl.6H-hen 7 nrriPh ro m en .R. v i Vthan . 1 . n nft 
Example 357B (1.23 g. 3.22 mraol). tributyl(l-ethoxyvinyl)tin. (1.4 g,i86 
mraol), and dichlorobis(triphenylphosphine)palladium (II) (263 rag, 0.322 mraol) in NMP 
(30 mL) were heated at 85 °C for 24 hours under nitrogen. The mixture was partitioned 
between EtOAc and saturated aqueous sodium bicarbonate and filtered through Celite. The 
EtoAc layer was concentrated and the residue was dissolved in acetonitrile. washed 5 X 20 
mL with hexanes and concentrated. The resulting residue was treated with a 1:1 volume of 
IN HC1 / THF. stirred for 30 minutes, poured into cold, saturated sodium bicarbonate and 
extracted with EtOAc (5 X 25 mL). The organics were washed with brine, dried (Na 2 S0 4 ) 
and flash chromatographed on silica eluting with 4: 1 hexane/EtOAc to give the desired 
compound. 

Example 

l '(7-bromo-1-mrthoTv-6-nhenvl-6H-rK»n7orcichrnm P n.«.v n et h a n-i-nn ff nvim f . 

A solution of Example 357C (700 rag, 2.03 mraol) and hydroxyzine 
hydrochloride (2.45 g. 30.4 mraol) in a mixture of EtOH (70 mL) and pyridine (70 mL) 
was refluxed for 8 hours, cooled and concentrated. The residue was dissolved in EtOAc 
washed with water, brine, dried (Na 2 S0 4 ) and concentrated to provide the desired 
compound without purifiction. 
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Exampfp^Tr 7 



flQuinayn1j nff 

5 Example 357D (700 mg. 1.94 ramo l). CuS0 4 (105 mg) and acetic acid (3 drops ) 

we re coxnbmed m acetone (30 mL) and refluxed for 8 hours. The mixture was cooled, 
Pour^mu, water and extracted with EtOAc (3 X 50 mL). The organic* were combined, 

EtOAc (30 mL) and the yellow solid was collected by filtration to provide the desired 
10 compound. 

MS (DCI/NH3) m/z 401 (M+H)+- 

««TCT DMS0 ' d6) 8 821 (d - '">• 730 '">• 7M -™ «x ™ 
STm 2^ 1HX 6 57 (s ' 1H) - 6 44 (d - 1H) ' 372 * **>• 201 « 

15 HRMS calcd m/z for C 2 4H 27 N02: 400.1787 (M)*. Found: 400.1786 



Example 



20 



25 



30 



35 



A solution of Example 357E (80 mg. 0.2 mmol) in MeOH under 4 atmospheres of 

trough Cehte, concentrated and the resulting residue was flash chromatographed on silica 
elubng with 99:1 EtOAc/MeOH to provide the desired compound 
MS (DCI/NH3) m/z 385 (M+H)+- 

17^T^ MSO ' d6;5 822 (d - 1H) - 7 - 26 - 715 (m - 5H) - 693 «• ih >- 679 * 

S £££ 1 21 m) ' 657 ( " m)> 644 (d ' 1H) - 381 (s ' 3H) ' 200 <*• 3H >» 

HRMS calcd m/z for C25H24N202: 385.1916 (M+H)*. Found: 385.1930. 

Examplft ^9 

2,5-dihY(1ro~10-mnhory ? 2 hrirp . f i t nrahvdnv 4-r n minvni^.>H 1 Tl .<. llllT | i ff 

fl1hRn7n PYmnnn, / |-nTiiiinnlinc 

Example ^Qft 

dich.n ! X r Pl ! 35? ^ 03 g ' 4 mm0,) ' ^P^yltrimethyltin (3.3 g. 16.3 mmol) and 

ht^Tc (D) (33 ° mg ' 0A ° mm0l) ta ^ < 30 "> L > — 

heated at 85 C for 24 hours under nitrogen. The mixture was partitioned between EtOAc 

and saturated aqueous potassium fluoride, stirred for 3 hours and filtered through Celite. 

The EtOAc layer was washed 5 X 50 mL with water. 5 x 50 mL with brine, dried (Na 2 S0 4 ) 
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and concentrated. Hash chromatography on silica eluting with 3:1 hexane/EtOAc provided 
the desired product 

Example 1SQ 

A mixture of the 2-isopropenyl aniline (56 mg, 0.2 mmol), tetrahydro-4H-pyran-4- 
one (160 mg. 1.6 mmol) and iodine (25 mg, 0.1 mmol) in 5 mL of toluene in an ACE 
sealed tube was heated at 80 °C for 1 hour, cooled and the mixture was partitioned between 
EtOAc and 10% aqueous Na 2 S 2 03. The EtOAc layer was washed with water, brine, dried 
(Na 2 S0 4 ) and concentrated. Flash chromatography on silica eluting with 3:2 hexane/EtOAc 
provided the desired coumarin as a bright yellow powder. This resulting coumarin was 
processed as in Example 2 to provide the desired compound. 
MS (DCI/NH3) m/z 390 (M+H)+; 
IH NMR (300 MHz, DMSO-d 6 ) 8 7.92 (d. IH), 7.07 (t. IH). 6.75 (d, IH), 6.70 (d, IH). 
6.52 (d. IH), 6.24 (s, IH), 5.87-5.73 (ra, 2H), 5.71 (s, IH), 5.01 (dd, IH), 4.96 (dd 
IH), 3.86 (s, 3H). 3.75-3.39 (m, 4H), 2.51-2.14 (m, 2H), 2.20 (s. 3H), 1.69-1.49 (m 
15 4H); 

HRMS calcd m/z for C25H27NO3: 389.1991 (M) + . Found: 389.1974. 

Anal, calcd for C25H27NO3: C, 77.07; H, 6.99; N, 3.60. Found: C.76.92; H, 7.28; N, 

3.64. 



10 



20 



Example ^fip 

2 . 5-d i hydro-1 0-mf thorY-g^-r.snirofhexvm-s-niivi- 1 H .p i ^nvnnnn Ml miinnlinr 

Example 357A was treated sequentially with isopropenyltributyltin and 
cyclohexanone as in the previous example to give the desired compound. 
MS (DCI/NH3) m/z 388 (M+H)+; 
25 1 H NMR (300 MHz, DMSO-cfc) 8 7.95 (d, IH). 7.06 (t, IH), 6.74 (d. IH). 6.70 (d, IH), 
6.52 (d, IH), 6.05 (s. IH), 5.85-5.72 (m, 2H), 5.58 (s, IH), 5.02 (dd, IH), 4 97 (dd 
IH), 3.86 (s, 3H), 2.42 (m, IH), 2.18 (s. 3H), 2.16 (m, IH), 1.56-1.25 (m, 10H); 
HRMS calcd m/z for C20H29NO2: 387.2198 (M)*. Found: 387.2196. 

30 Examnlft^fil 

2.5-dihvriro-1f)-inrThorY--> ?-diethvi-4-m^vi-s.niivi.m.p 1 ^ n7n pvrannna . fl T . ;nnljnr 
Example 357A was treated sequentially with isopropenyltributyltin and 3-pentanone 
as in the previous example to give the desired compound. 
MS (DCI/NH3) m/z 376 (M+H) + ; 
35 IH NMR (300 MHz. DMSO-d 6 ) 8 7.92 (d, IH). 7.05 (t, J=8 Hz, IH), 6.68 (d. IH), 6 59 
(d, IH). 6.51 (d, IH). 5.98 (s, IH), 5.86-5.77 (m, 2H), 5.27 (s. IH), 5.04-4.95 (m, 2H), 
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3 85 (s, 3H), 2.42 (m, IH), 2.21 (s, 3H), 2.15 ( m . l H ), 1.42-1.35 (m, 4H), 0.83 (t, 3H). 
U.o2 (t> 3H)j 

HRMS calcd m/z for C25H29NO2: 375.2198 (M)*. Found: 375.2191 

Anal, calcd for C2SH29NO2: C, 79.96; H. 7.78; N. 3.73. Found: C. 79.74; H. 7.89; N. 

3.54. 

Example 36? 

2.5-dihYdm-IO-mpthoifY-? ? 3 < 1-t e t ra m P fhvl-5- a »vi-iH-mh < .n,n r wa ^ n 4.fi T ,in»w 
Example 357A was treated sequentially with 1-methyl-l-propenyltributyltin and 
acetone as in the previous example to give the desired compound 
MS (DCI/NH3) m/z 362 (M+H)+; 

IH NMR (300 MHz, DMSO-de) 5 7.97 (d, IH), 7.07 (t, IH), 6.70 (d, IH), 6.62 (d, IH) 
6.53 (d, IH), 5.90 (s, IH), 5.76 (m. IH), 5.61 (dd, IH), 5.01-4.90 (m, 2H) 3 87 (s 
3H), 2.47 (m, IH), 2.18 (m, IH). 2.04 (s, 3H), 1.76 (s, 3H), 1.13 (s, 3H). 1.09 (s, 3H) ; 
HRMS calcd m/z for C24H27NO2: 361.2042 (M ) + . Found: 361.2055. 

Example. ^ 

2.5-dihv(lro-10- mff thovY-7 ?-dimrrhvI-4-cthv]-5- ft iivi-iH.mh.n^ P ^ > ^ r3 

Example 357A was treated sequentially with 1-methylenepropyltributyltin and 
acetone as in the previous example to give the desired compound. 
MS (DCI/NH3) m/z 362 (M+H)+; 

lH NMR (300 MHz, DMSO-de) 5 7.98 (d, IH), 7.07 (t, 1H), 6.70 (dd, IH), 6.63 (d, 
IH). 6.53 (dd, IH), 6.12 (bs, IH), 5.78 (m, IH), 5.59 (dd. IH), 5.50 (bs, IH), 5.03- 

4.92 (m. 2H). 3.86 (s. 3H). 2.54-2.41 (m. 3H). 2.11 (m, IH), 1.20 (s. 3H), 1.10 (s. 

3H). 1.03 (t. 3H); 

HRMS calcd m/z for C24H27NO2: 361.2042 (M ) + . Found: 361.2034. 

Example ?fi4 

2^dihvrirM0-mffthoxY-? ? 

Example 357A was treated sequentially with (Z)-l- prop enyltributyltin and acetone as 
in the previous example to give the desired compound. 
MS (DCI/NH3) m/z 348 (M+H)+; 

>H NMR (300 MHz, DMSO-d 6 ) 8 7.89 (d, IH), 7.04 (t, IH), 6.68 (d, IH), 6.52 (d, IH), 
6.47 (d, IH), 6.21 ( S , IH), 5.96 (s, IH), 5.88 (m, IH), 5.43 (dd, IH), 5.03 (ra, IH), 
4.96 (m, IH), 3.84 (s, 3H), 2.35 (m, IH). 2.08 (m. IH). 1.83 (s. 3H). 1.23 (s. 6H); 
HRMS calcd m/z for C23H25NO2: 347.1885 (M )\ Found: 347.1879. 
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Example 3fiS 

Z-^ft»n?ylirisnYlV9-hv(1rnyv-l(>-methoxv.?2.4.trimPfhvi-i H -2.5.H,hvrir 9 - m c 
(DCI/NH3) 412 (M+H)+; 

1H NMR (300 MHz, DMSO-dfi). S 8.93 (s, 1 H), 8.13 (d, 7=8.8 Hz, 1 H). 7.63 (d, 7=8.8 
Hz, 2 H), 7.32-7.15 (m, 3 H), 6.77 (d, 1 H), 6.69 (d, 1 H), 6.66 (d, 1 H), 6.52 (s, 1 H), 
5.46 (s, 1 H). 5.39 (s, 1 H), 3.65 (s, 3 H), 1.90 (s, 3 H), 1.20 (s, 6 H); 
HRMS calcd for C27H25NO3 is 41 1.1834. Found 41 1.1821. 

Example ^fifi 

Z-fr(2„Vdifluomlren7*liripnv^ 

rnhenrapvranor^flqiiinnlim. 
MS (DCI/NH3) m/e (M+H)+ 448. 

1H NMR (300 MHz. DMSO-dfi) 5 9.06 (s. 1H). 8.29 (d, J=9 Hz, 1H), 7.96 (ra, 1H). 
7.24 (m, 1H), 7.11 (m, 1H), 6.86 (d, J=9 Hz. 1H), 6.82 (d. J=9 Hz, 1H). 6.78 (d. J=9 
Hz, 1H). 6.72 (br s. 1H), 5.75 (s. 1H), 5.48 (s, 1H), 3.75 (s. 3H), 1.99 (s, 3H), 1.26 (br 
s,6H); 

Anal, calcd for C27H23NO3F2 : C. 72.47; H, 5.18; N. 3.13. Found: C, 72.21; H, 5.31; 
N, 3.09. 



Example 167 

Z-5-(3-nMPr0bfin7^1idfnvlV10-ch1nro-Q-hvdmxv-7 9d . trimethvl.2S.dihvdrn-m- 

nihenzonvrannn 4-f) n .ii n n1j rff 
MS (DCI/NH3) m/z 434 (M+H)+; 

'H NMR (300 MHz, DMSO) 5 9.86 (br s, 1 H), 8.40 (d, 7=8.5 Hz. 1 H). 7.61 (dt, 7=8.6. 
1.8 Hz, 1 H), 7.60-7.52 (ra, 1 H), 7.46-7.38 (m, 1H), 7.15-7.02 (m, 1 H), 7.09 (d, 7=8.4 
Hz, 1 H), 6.85 (d, 7=8.6 Hz, 1 H), 6.84 (s, 1 H), 6.78 (d. 7=8.6 Hz, 1 H). 5.68 (s. 1 H), 
5.48 (br s, 1 H), 1.97 (br s, 3 H), 1.16 (br s, 6 H); 

I3 C NMR (125 MHz, DMSO) 5 163.8, 160.6, 149.9, 149.2, 148.2, 146.4, 132.0, 130.3, 
128.1, 127.3, 126.2. 125.3. 124.5. 118.7, 117.7. 117.3. 116.1. 115.5. 114.6, 114.3, 
114.0, 113.7, 62.1, 29.8, 28.2, 21.2; 

HRMS (FAB) calcd m/z for C26H21CIFNO2: 433.1245 (M)+. Found: 433.1237. 

Example 368 

Z-lQ-ChbrO-9-hvdroxv-5-f2-nicolinvlidenvlV?9 4. t rirnethvl-2S-rfihvdrn-lH- 
rilhen?r>pvmnor3.4-flqninr>lii^ 
MS (DCI/NH3) m/z 417 (M+H)+; 
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'H NMR (300 MHz, DMSO) 5 9.79 (br s. 1 H), 8.51 (ddd, 7=5.9, 1.6. 1.0 Hz, 1 H) 
8.43 (d, 7=8.6 Hz, 1 H), 8.24 (dt, 7=7.8, 1.0 Hz, 1 H), 7.53 (td, 7=7.8, 1.7 Hz' 1 H)' 
7.22 (ddd. 7=7.7. 5.8, 1.2 Hz. 1 H), 7.00 (d, 7=8.5 Hz. 1 H). 6.88 (d. 7=8.6 Hz! 1 H)' 
6.81 (d, 7=8.5 Hz, 1 H), 6.63 (br s, 1 H). 5.71 (s, 1 H), 5.51 (br s, 1 H), 2.00 (br s 3 
5 H), 1.28 (br s, 6 H); * 
13 C NMR (125 MHz, DMSO-dg) 5 153.5, 149.7. 146.4, 145.7. 136.5, 136.1, 132 7 
128.7, 128.2. 123.0, 122.4. 121.5. 118.3. 117.7, 117.6, 116.5, 115.5, 114 8 1144 
114.1,113.9,49.5,29.7,28.1, 21.2; 

HRMS (FAB) calcd m/z for C25H21CIN2O2: 416.1291 (M)+. Found: 416.1288 

10 

Example ^ffl 

Z^-hvdroxv-1(Vmethoxv-5-f?-nicoi^ 

r llbenzonvmnof 3.4-nqninnltnft 

MS (DCI/NH3) m/z 413 (M+H)+; 
15 'H NMR (300 MHz. DMSO) 5 9.08 (br s. 1 H). 8.55 (ddd. 7=5.3, 1.4, 1.0 Hz, 1 H), 

8.32 (d, 7=8.6 Hz, 1 H), 8.30 (br t. 7=7.7 Hz. 1 H), 7.83 (td, 7=7.8, 1.4 Hz. 1 H), 7.21 

(ddd, 7=7.6, 5.3, 1.2 Hz. 1 H). 6.97 (d, 7=8.6 Hz, 1 H), 6.86 (d, 7=8.5 Hz. 1 H), 6.81 

(d, 7=8.6 Hz, 1 H), 6.73 (br s, 1 H), 5.80 (s, 1 H), 5.54 (br s, 1 H), 3.78 (s, 3 H), 2 03 

(brs,3H), 1.31 (brs, 6 H); 
20 ,3 C NMR (125 MHz, DMSO-de) 5 158.4, 149.1, 148.2, 146.6, 139.5, 136.0, 133.1, 

128.8. 125.7. 124.6. 122.9, 121.0. 119.4, 118.2, 117.3, 116.9, 115.8, 115.1, 114.7 

114.0, 111.5, 73.3, 50.2, 29.9, 28.1, 22.3; 

HRMS (FAB) calcd m/z for C26H25N2O3: 413.1865 (M+H)+. Found: 413.1849. 
Anal, calcd for C26H24N2O3: C, 75.71; H, 5.86; N, 6.79. Found: C, 75.61; H, 6 05- N 
25 6.75. 



Example. T70 

9-hydroxy-10-methoyv-5-(3.5-diflnoronh^^ 

triPreWvl-1H-mhenzonvranorT4-fl T ,inr^p f 
30 1H NMR (300 MHz, DMSO-d6) 8 9.05 (s, 1H), 8.24 (d, J=9 Hz. 1H), 7.41 (m, 2H), 
7.07 (ra, 1H), 6.85 (d, J=8 Hz, 1H), 6.80 (d, J=9 Hz. 1H). 6.76 (d, J=9 Hz, 1H), 6.70 
(br s. 1H). 5.57 (s. 1H), 5.46 (s, 1H), 3.72 (s. 3H). 1.96 (s, 3H), 1.27 (br s, 6H); 12C 
NMR (75 MHz, DMSO-d6) 5 164.0 (d), 160.8 (d), 150.1, 146.2, 146.1, 144.6. 144.4, 
132.1, 128.8, 125.2, 125.0, 117.9, 117.8, 115.2, 115.0, 114.8. 112.1, 110.9, 110.8, 
35 1 10.5, 101.9, 101.6, 101.2, 29.3. 49.5, 21.1 (2xC); MS (DCI/NH3) m/e (M+H)+ 448. 
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Example 371 
9-hydroxy-l(Vmethoxv-5-(3.4-diflno™^ 

trimethvl- 1 H-f 1 lhen7npvrannn .4-flqnitinp-iif. 

»H NMR (300 MHz. DMSO-de) 5 9.03 (s, 1H). 8.22 (d, J=9 Hz, 1H), 7.79 (m, 1H), 
7.52 (m, 1H), 7.41 (m, 1H), 6.86 (d, J=9 Hz, 1H), 6.77 (d, J=9 Hz, 1H), 6.74 (d, J=9 
Hz, 1H), 6.68 (br s, 1H), 5.53 (s, 1H), 5.45 (s, 1H), 3.33 (s, 3H), 1.95 (s, 3H), 1.27 (br 
s, 6H); MS (DCI/NH3) m/e (M+H)+ 448. FAB HRMS calculated for C27H23NO3F2. 

Example 37?. 

{Z)9-hydroxY-10-mrthoxv-5-(r4-flno^^ 

dihvdro- M lhenzonvrannn 4-flgninnlin^ 
*H NMR (300 MHz, DMSO-d 6 ) 5 9.01 (s, 1H), 8.19 (d, 7=9 Hz, 1H), 7.77 ( d, 7=9 Hz, 
1H), 7.76 (d, 7 =9 Hz, 1H). 7.22 (d, 7=9 Hz, 1H), 7.18 (d, 7=9 Hz, 1H), 6.84 (d, 7=8 
Hz, 1H), 6.75 (d, 7=9 Hz, 1H), 6.72 (d, 7=9 Hz, 1H). 6.66 (s. 1H), 5.53 (s, 1H), 5.45 
(s, 1H), 3.71 (s, 3H). 1.96 (s, 3H), 1.26 (s, 6H); " C NMR (75 MHz, DMSO-d6) 5 
161.8, 159.4, 147.4, 146.0, 145.1, 144.4, 132.0, 131.4, 130.2, 130.1, 129.0, 126.2, 
125.0, 117.8, 115.4, 115.3, 115.2, 114.6, 114.5, 113.3, 111.0, 59.3, 59.2. 49.5, 21.0; . 
MS (DCI/NH3) m/z 430 (M+H)+; Anal, calcd for C27H24NO3F: C. 75.51; H, 5.63; N, 
3.26. Found: C, 75.64; H, 5.97; N, 3.03. 

Example 373 

fZV9-hYdrOXY-10-methoxv-5-fr2.3-diniioronh e nvnm ff t h vlen e %2.2 4-trim e thvl-1H-2«;- 
dihvdro-rnhenznpvranor3.4-flqiiinnliiw» 
*H NMR (300 MHz, DMSO-dg) 8 9.09 (s, 1H), 8.27 (d, 7=9 Hz, 1H), 8.04 ( d, 7=9 Hz, 
1H), 7.33-7.20 (ra, 2H). 6.87 (d, 7=9 Hz, 1H), 6.82 (d, 7=9 Hz. 1H). 6.76 (s. 1H). 6.75 
(d, 7=9 Hz, 1H), 5.75 (s. 1H), 5.49 (s, 1H), 3.73 (s, 3H), 1.99 (s, 3H), 1.26 (s. 6H); MS 
(DCI/NH3) m/z 448 (M+H)+; Anal, calcd for C27H23NO3F2: C. 72.47; H, 5.18; N, 3.13. 
Found: C, 72.17; H, 5.03; N, 2.95. 

Example 374 

Z-S-fS-nuorohenzvlidenvn-in-mPithnxv-Q-hvri roxv-^ ^ A-trimsthvl-? S-dihvdro-lH- 

mhen?npvrannf3.4-flquinc>linft 
»H NMR (300 MHz, DMSO-d 6 ) 6 9.04 (s, 1H), 8.22 (d, 1H). 7.62-7.37 (m, 3H). 7.10- 
7.02 (m, 1H), 6.86 (d, 1H), 6.78 (d, 1H), 6.73 (d, 1H), 6.70 (s. 1H), 5.56 (s, 1H), 5.46 
(s, 1H), 3.72 (s. 3H), 1.96 (s, 3H). 1.27 (s. 3H). MS (DCI/NH3) m/z 430 (M+H)+; 
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Anal, calcd for C 2 7H 2 4N0 3 F. 0.25 H 2 0: C, 75.51; H. 5.63; N, 3.26. Found: C, 74.84; 
H, 6.17; N.2.91. 

Example T75 
2.5-dihvdro.lH-mh f .n^ap V r a nnf^ | 4- p qil , nn l^ ft 

MS (DCI/NH3) m/z 452 (M + H)+; 
H NMR (300 MHz. DMSO) 5 8.02 (d. / = 8.6 Hz. 1 H). 6.93 (app s. 2 H). 6.68 (d. J = 
8.3 Hz. 1 H). 6.48 (br s, 1 H). 5.52 (d. J = 10.3 Hz. 1 H). 5.42 (br s. 1 H). 5.10 (br s 1 
H). 4.46 (t, J = 5.5 Hz. 1 H). 3.81 (s. 3 H), 3.65 (br d. J = 5.5 Hz, 2 H). 2.26-2.16 (m 1 
H). 2.08 (br s, 3 H), 1.95-1.88 (m, 2 H). 1.77-1.62 (m. 2 H). 1.57-1.44 (m, 1 H) 1 37- 
L28 (m, 1 H). 1.30 (s. 3 H), 1.11 (s, 3 H); 

I3 C NMR (125 MHz, DMSO) 8 150.4, 146.0, 144.9. 140.7, 133.9, 132.7, 127 9 127 0 
124.3. 119.8, 117.7. 116.7. 115.7. 115.4, 112.5, 110.7, 75.9, 65.5, 56.4, 49 6 36 6 ' 
15 29.7, 27.9, 25.9, 25.0, 24.4, 20.3; ' " ' 

HRMS (FAB) calcd m/z for C27H30CINO3: 451.1915 (M)+ Found: 451.1922. 

Example. ^7fi 
flauinnlinft 

1H NMR (200 MHz, DMSO-d6) 5 8.70 (s, 1H). 7.90 (d, J=8 Hz, IH), 6.61 (m, 2H). 
6.51 (d. J=8 Hz. IH), 6.16 (br s. IH). 5.52-5.40 (m. 2H). 2.62 (s, 2H). 2.09 (s. 2H) 
1.79-1.58 (m, IH), 1.52-1.27 (m, IH), 1.17 (s. 2H), 1.15 (s. 2H), 0.89 (t, J=7 Hz. 2H)- 
12C NMR (75 MHz, DMSO-d6) 8 145.8. 145.0, 142.9, 142.0, 122.5. 122.4, 127.6, 
126.4, 118.0, 116.4, 116.1, 114.2, 112.5. 112.2, 75.1, 59.2, 49.7, 29.2. 28.8, 25.5. 
22.8. 10.4; MS (DCI/NH3) m/e (M+H)+ 252; Anal, calcd for C22H25N02.1/2H20- C 
72.94; H. 7.24; N. 2.92. Found: C, 72.78; H, 7.40; N, 2.74. 

Example. ^77 

(+/-) 2.5-f)illYdro-9-CVanomethnxv-l O-mefhnvY - ^-^ ^-rrimerhY^.S-nllvl. 1 H- 
rilbenzonvmnof3.4-nqniim|j nf 
IH NMR (200 MHz, DMSO-d6) 5 7.92 (d. IH), 6.95 (d. IH), 6.66 (d, IH), 6.62 (d, 
IH), 6.26 (d. IH), 5.86 (m, 2H), 5.45 (s. IH) 5.12 (s. 2H), 5.00 (m, 2H). 2.69 (s 2H) 
2.42 (m, IH), 2.26 (m. IH). 2.17 (s, 2H), 1.18 (s. 2H), 1.17 (s, 2H). 
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Example 

2 , ^il.y ( 1m-»-H-N l N-dir l hy | -,min o 1 n, n h l l Mnov l o,v)-inn,„hn T v.,„^-. [h lf , . f - 

1H NMR (400 MHz, DMSO-d6) 8 7.78 Ih, 5 H> 6 76 (d ,=8 9 1H ) 6 60 
> 6.55 to. 2H). 6.18 ,d. ,=,.7. 1H) . 5.80-5.70 to. 2H>. 5.28 ( . 1H). 4.98 "o (" 2I T 
2.55 ( S . 2H). 2.28-2.,7 to. 4H). 2.77-2.69 (m. 2H). 2.68-2.57 to. 2H) 2 29 (m 1^' 
2.19 to ,H,. 2.10 (s, 2H,. I.n (s, 2H). uo ( s . 2H,. 1.06 0, U.2 2H) o£ft 
W.2. 2H); !3C NMR (.00 MHz. DMSO-d6) 8 !71.5. 169.5. 148.2. 14, 0 Z 2 
128.5, 124.1. 122.5, 122.t. 127.2, 126.2. 120.8. 118.2. 117.2. 116.2. 1150 1128 
» >12.5. 72.6. 60.0. 49.8. 41... 26.6. 29.2, 29.0, 27.4. 22.8. 14.0, 12 1 MS (ESBNH3) 

T TVT- M ' (M+NaH; ^ f °^3.H 38Nj0 5: C7..79. H 7.2^ 
Found: C 71.50, H 7.28, N 5.28. '-^.sso.w. 

Example -^70 

2 . 5-dihYrtm-0-r4-N-pi P erir1inn 1 t)xo-hmnnovlorvVio. m e,hnvv.7 2 4 r rim r rh v| g Q 
DrpnenvlV1H-fiihpn 7 opvr nn on4.n q ,,^^| in ^ 

* ss , (2 °° MH2 ' DMS °- d6> 6 7 78 ( * J=8 4 ' 1H) « 6 76 < d > 1H). 6.61- 

6.55 (m, 2H), 6.17 (d, J=1.5, 1H), 5.82-5.68 (m, 2H). 5.28 (s. 1H) 4 99-4 89 (m 2m 

it i% ill 274 (m - 2h) - 261 241 * ^rsr 

DMSO-d6) 5 171.7, 168.9, 148.5, 148.2, 146.5, 128.7, 124.2, 122.8, 122 2-127 5 
IT^IV' 0 ' U7 - 5 ' U6 ' 4 ' U5 - 2 ' U40 ' 112 - 8 ' 72 - 8 ' «0-2. 50.0. 45.9. 424 

2 ™ m' 29 - 2, 27 - 7 - 26 1 - 25 - 5 ' 24 - 2 - 24 - i: ms ■* «km;h) + : 

^ + " a ^^ C 72.16 

tl /.zo, N 5.09. 

2.5 rfihvHrn O (A |M norn h n i lno _ oxo^i^^o^ lO-m^nyy 7 ? tnmf » t hvl 

pr<?penvlvm-rnh ft n 7 n ryra n rr ^,4.n T ,;nnii n r ^ ^ 

1H NMR (400 MHz. DMSO-d6) 5 7.78 (d. J=8.9. 1H), 6.77 (d, J=8 5 1H) 

t'^s 5 lm^lV S ' 1H) ' 5 - 80 - 570 (m ' 2H) ' 528 (s ' 1H) ' 498 - 4 - 90 < m - 2H >- 

DMSO 1^ ^ ,° (S ' 2H) * 111 (S ' 2HX 110 (S ' 2H): l3C NMR (100 MHz. 
DMSO-d6)8 171.4, 169.4. 148.2. 148.0. 146.2. 128.5, 124.1, 122.5. 122 1 127 2 

l™°tl 18 ' 2 ' U7 - 2 ' U6 ' 2 ' 115 0> 112 8 ' 112 -6. 72.6. 66.1. 60.0. 49.8. 45.'l, 

An* ftt rt* ^ 272 ' 228: MS (ESI/NH3) "* 522(M+H >« 555(M+Na)+; 
Annealed for C 31 H 36 N 2 0 6 :C 69.90. H 6.81. N 5.26. Found: C 69.61. H 6.84, N 
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Example 38.1 

2.5-dihvHm.Q.f4_ N | ______ 

1H NMR (400 MHz, DMSO-d 6 ) 5 7.90 (d. J=8.5 H ) 7 07-7 02 (m 2H) 6 80- 
6.70 (m , 2H), 6.62 (d, «. 9 . 1H ). 6.44 (s. 1H). 5.42 (d. J= .2. IH) 2 4 Is 2H) 97 
s 2H). 2.82 ( S , 2H). 2.76-2.72 (m, 2H), 2.67-2.64 ( m , 2H). 1.84 ( ' 2H) 25 2H T 
US (s. 2H); ,3C NMR (100 MHz, DMSO-d 6 ) 5 171.4, 170.4 150. (d ^ 
47.9. 146.4, 128.7, 128.2 (dd. J=251, 49), 126.5, 122.2, 128.2, 127 126 5 21 0 
8.5. 117.9. 116.1, 114.8, 112.0. 112.8. 112.6. 72.7. 59.7, 49.9. 265 24^ 29 7 

C32H 3 iF 3 N 2 0 5 : C 66.20. H 5.28, N 4.82. Found: C 66.17. H 5.46. N 4.65. 

Example 

2 . 5-dihYdro-9-hyd m x V .io- m , rhOTy o ^^trim .rhvM-n - S Hif innmp ^-.^^^^ m 
, nihenyonvranor^ 4-f| nn jp n |j nr 

m7rr, M f H D T d6,S8 ' 81 fc IH >-'*<^=*Hz. ,H>, 7.10-7.03 On, 
IH), 6.78 (d. / = 9 Hz, 2H). 6.63 (dd. J = 9. 9 Hz. 2H). 6.41 (d. 7 = 9 Hz. 1H1 6 55 r. 
1H) 5.9, (dd. / = 10. 10 Hz. IH >, 5.40 (s. 1H), 3.69 (s. 3H> 3 06-2 98 ( m T» " £ 

163.8. 163.6. 160.6. 160.4. 145.9. 145.2, 144.1, 142.6. 142.4, 142 3 133 4 13 . 7 
27.4, 126.5. 117.8, 1,6.5, .16.2. U4.5. 1,3.9, 1,2.3, H2.2 „£ Z i 0 7 

I ■ 59 ' 5 ' 49 ' 7 ' 29 °- 24 U BBB •» WWW " 
4494W o»„d 449.180, ^ calc , for ^ £° 

5.72, N, 3.05; found: C, 70.52; H, 5.79; N, 2.91. 

Example. 

__ 

flquinoliiK 

T\ r ; ; } - 6,61 (s - 2H) ' 626 (m - 1H) - 540 (m - ih >- <* 2h. 

r h ^Mo 4 ^ (S * 2H): maSS SpeCtn,m (ESI) m/z: 410 CM + 1); Calcd for 
C22H 20 ClNO2S: 409.0902. Found: 409.0902. 

Examnle ^84 

2,5-dihY(1ro-9-hydrory 1 0 methox y? -> 4-trimet hvi.^.^- ^ m 
'H NMR (300 MHz, DMSO-d 6 ) 5 8.70 (s, IH). 7.99 (d. J = 8 Hz, 1 H), 6 63 (d J = 9 
5.35 (d, J = 10 Hz, IH). 3.65 (s, 3H). 2.15 (s. 3H). 2.11 - 1.97 (m. IH), 1.62 - 1.43 (m 
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™^3^ ' 30 3H> ' " "* <- 102 * ** - 

Example ^fiS 

, 2 . 5-dihYriro-9-hYftroxy. I0 . mrthoyv ., a 4 .^ inBti>v ,.^. n „ mr rT h rnvi ^ ifn m 

rilbenzonvmnr>n4.nq,ij nn ij n{ , • 
MS (DCI/NH3) m/z418 (M+H)+. 

Example 38f> . 

Aquinoling "~ 

10 MS (DCI/NH 3 ) m/z 378 (M+H)+; 

■H NMR (500 MHz, DMSO) 8 7.93 (d. J = 8.2 Hz, 1 H), 7.16 (d. / = 8.3 Hz, 1 H). 6 67 

5 44^ 81 T~ ^; 6 - 63 ^ = 8 3 HZ * 1 ^ 6 27 (bf *' 1 H) ' 5 87 - 5 75 ^ H), ' 
5.44 (br s, 1 H). 5.03 (br d, J = 10.3 Hz. 1 H). 4.98 (br d, J = 15.1 Hz. 1 H) 4 97-4 93 

(m. 1 H). 4.57-4.48 (m, 2 H). 3.59 (s, 3 H), 2.55-2.46 (m. 1 H). 2 30-2 22 fm 1 m 

15 2.19(s,3H),1.19( S ,3H),1.16(s.3H); 

,3 C NMR (125 MHz, DMSO) 8 154.0. 150.2. 145.9, 134.2, 133.4. 132.1, 128 9 127 4 

sr^r 2, ii6 ' 8, u5 - 6, ii3 - 9 - ii2 - 6 - 73 - 6> 6 ° a 5si - 49 - 8 '* 36 - 4 - ' 

HRMS(FAB)calcdm/zforC 24 H 27 N0 3 : 377.1991 (M)+. Found: 377. 1985. 

Example ^87 

2 . 5-dihvdro-9-hvdrn y v-in. m . ftl » rY . ? ? 1 rrirr t t l y i.5-n- T v»n^ Y i Vm 

f J Iben/onvrnnnf^ 4-f|gMinnlin ft 
»H NMR (300 MHz, DMSO-cfc) 8 8.67 (s, 1H), 7.88 (d, J = 9 Hz. 1 H), 6.59 (d / = 9 
Hz. 2H), 6.48 (d. / = 8 Hz, 1H), 6.14 (s, 1H). 5.73-5.65 (m, 1H). 5.61-5 57 (m 1H) 
5.43 (s. 1H), 4.94-4.86 (m. 2H), 3.63 (s, 3H). 2.15 (s. 3H). 1.99-1 93 (m 2H) 'l 73 
1.69 (m, 1H), 1.45-1.41 (m, 3H), 1.16 (s. 6H); 13 C NMR (75 MHz, DMSO-d 6 ) 5 i 45 7 
144.9, 143.9, 143.0, 138.4, 133.4, 133.3. 127.5. 126.4, 117.9, 116.2. 116 1 114 7 " 
114.2. U3A, 112.1, 73.5. 59.3. 49.7. 32.5. 31.7, 29.1, 28.9. 24.6. 23.8; MS calc'd for 
C^OsN: m/e 391.2147. found 391.2153; Analysis calc'd for C^OsN 0.50 H 2 0- 
30 C. 74.97; H, 7.55; N, 3.50; found: C. 75.20; H, 7.45; N, 3.49. 

Exnmplff 38g 

2 . 5-dihv(1rQ-9-mf thvlcarbox vhre- 1 0-mPth^v.o ? 4 J jrjmfithyl = 5 = aJ l3d 1 H 
f 1 lbenzonvrnnon 4-f),] n j n ft) j nr 
MS (DCI/NH3) m/z 406 (M+H)+; 

*H NMR (125 MHz, DMSO) 8 7.92 (d. /= 8.1 Hz, 1 H). 6.48 (d, J = 8.3 Hz, 1 H) 6 75 
(d. 7 = 8.2 Hz, 1 H). 6.65 (d. J = 8.2 Hz, 1 H), 6.33 (br s. 1 H). 5.90-5.75 (m. 2 H), 
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5.46 (or s, 1 H), 5.04 (dd, J = 10.5, 1.0 Hz. 1 H), 4.98 (dd. J = 15.4. 1 0 Hz, 1 H) 3 82 

h s ;. 3 u6 Z %■ H)i 2 - 54 " 242 (m * 1 HX 238 - 2 - 27 (m - 1 H) - 218 < s 3 «>• 

,3 C NMR (300 MHz. DMSO) 8 166.1. 156.5. 154.6. 146.3, 133.9. 133 5 131 9 129 0 

z%z% i :?,r H7A - - - « - - 

HRMS(FAB)calcdm/zforC 23 H 27 N0 4 : 405.1940 (M)+ Found: 405.1939. 

Example 

flquinnlinp 

*H NMR (300 MHz. DMSO-d,) 5 8.67 (s. 1H), 7.93 (d, J = 9 Hz, 1H). 6.57 (dd J = 10 
9 Hz. 2H), 6.48 (d. J = 9 Hz, 1H), 6.15-6.12 (m, 2H), 5.41 (s, 1H), 5.31 (q, J =' 12 Hz ' 
1 Zr, 1 ^ 4 - 59 " 4 - 49 ^ 1H) ' 3 58 (S ' 3H >' 214 * 3H). 1.23 (, 3H), ' 

fo cS™ ™ C " H23 ° 3N: 111/6 36U678 - found 361 16715 Ana * sis 

for C23H23O3N0.5H2O: C, 74.58; H. 6.53; N. 3.78; found: C, 74.98; H. 6.56; N, 
J. o3. 

Example 

f-)(5,S . 3'S)?^-(1ihY(1ro 10mcthoXV-7 ?4-trini P thv1.S.^ | fr m r ri , .. p ^ 

1H NMR (300 MHz, DMSO-d 6 ) 8 8.05 (d, J = 9 Hz, 1H), 7.09 (t, 7 = 8 Hz, 1H) 6 72 

f y /,l HZ ;r ),6 ' 66(d,y=9HZ ' 1H) ' 6 - 58(d ' ; = 8Hz - lH).6.19(s, lH),5.77(dd. 
/ = 6,3 Hz, 1H), 5.50 (d, / = 10 Hz, 1H), 5.43 (s. 1H), 5.19 (dd. J = 6. 2 Hz. 1H) 3 87 

3H), 1.09 (s, 3H); 13 C NMR (75 MHz. DMSO-d 6 ) 8 156.2. 151.4, 145.2 133 7 132 5 

Z^V? *' 127 2 ' 12?1 ' 117A 116A 113 - 4 ' I131 « 110 0 ' ^-3. 7 5 '.9, " * 
55.6, 49.5, 48.6. 31.6, 29.7. 27.3, 27.2. 24.2; 

(DCI/NH3) m/z 374 (M + H)+; MS (FAB HRMS) calc'd for C25H27NO2: m/e 373 2042 
found: 373.2047. 

Example ^01 

(=) CSS, 3'S) ? S-dihvdm-10-mpthoxv-? 7 4-trim e ,hv1.S.^ r f r h eX( , n ^_ vn _ m _ 

1H NMR (300 MHz. DMSO-d 6 ) 8 8.03 (d, J = 9 Hz, 1H). 7.07 (t, J = 8 Hz, 1H) 6 68 

M m; 6 , 6 L (d,/ = 9HZ - 1H >- 657 ^^8Hz, 1H),6.15 (s. 1H), 5.62 ( ra , 

^ f£ m ' 1H) ' 5 46 (S ' 1H >' 5 09 1H). 3.85 (s. 3H), 2.29 ( m . 1H). 2.10 (s, 

» I3c^n, 2 l L72 ' L5 ° (m ' 2H) ' L38 - 110 <* 2H >' ^ * 3H). 1.05 (, 
3H), 13 C NMR (75 MHz. DMSO-d 6 ) 8 156.2. 151.0, 145.0. 133.7, 130.4. 129 1 128 1 
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127.1, 126.1, 117.9, 116.5, 113.5, 113.1. 110.1, 105.4, 75.3. 55.6, 49.5. 368 297 
27.3. 25.5. 24.6. 24.3. 20.0; MS (DCI/NH3) m/z 388 (M + H)+; MS (FAB HRMS) calc'd 
for C26H29N02: m/e 387.2 198, found: 387.2204. 
[a] 23 D = -138° (c 0.1 14, CHCI3). 

ExamplP 30? 

f-) fSS . TR) ? , 5-dihvf 1 ro-IO-methoxv-2 .? 4-trimPthvi.^ v ciohPv^n-^Yi )-^. 

rnbenzonvrannn4-f| 1 ,ij nn |i nr 
1H NMR (300 MHz, DMSO-d 6 ) 8 8.05 (d, 7 = 9 Hz. 1H), 7.06 (t, 7 = 8 Hz, 1H). 6 67 
(d, 7 = 8 Hz, 1H), 6.64 (d. 7 = 9 Hz. 1H), 6.59 (d. 7 = 8 Hz. 1H). 6.19 (s, 1H), 5 82 (m 
1H), 5.72 (m, 1H), 5.41 (s, 1H), 5.40 (d, 7 = 10 Hz, 1H), 3.87 (s. 3H), 2.29 (m 1H) 
2.13 (s, 3H), 1 95-1.80 (m, 2H), 1.72-1.50 (m, 2H), 1.38-1.10 (m, 2H), 1.30 (s 3H)' 
1.02 (s, 3H); 13 C NMR (75 MHz. DMSO-d 6 ) 8 156.3, 151.4, 145.0, 133.8. 130 0 ' 
128.3, 127.9, 127.5, 127.1, 126.9. 118.5. 116.4, 113.4. 113.0. 110.2, 105 3 76 1 
55.6, 49.4. 37.1, 29.6, 26.8, 24.7, 23.6. 21.2; ; MS (DCI/NH3) m/z 388 (M+H)+- )•' MS 
(FAB HRMS) calc'd for C26H29NO2: m/e 387.2198. found: 387.2206 
fal^D = -147° (c 0.080, CHCI3). 

Example 303 

(-) (5S . TR) ? ^-dihvdro-10-methoxv-2.2,4-trim e thvi.5./r ^ i nnftnf( , n .^. Y p . m . 

f llbenzonvrannn 4-f)g,,j no |j nr 
*H NMR (300 MHz, DMSO-d 6 ) 8 8.07 (d, 7 = 9 Hz, 1H), 7.08 (t, J = 8 Hz, 1H), 6.70 
(d. 7 = 8 Hz. 1H), 6.66 (d, J = 9 Hz, 1H), 6.61 (d. 7 = 8 Hz. 1H), 6.22 (s, 1H), 5 82- 
5.70 (m. 2H), 5.48 (d, 7=13 Hz, 1H), 5.41 (d. 7 = 10 Hz, 1H), 3.88 (s. 3H), 2.92 (m 
1H), 2.30 (m. 1H). 2.20 (m, 1H). 2.15 (s. 3H). 1.50-1.40 (m, 2H). 1.33 (s, 3H), 1 05 
(s, 3H); 13 C NMR (75 MHz, DMSO-d 6 ) 8 156.3, 151.8, 145.1, 133.8, 132 0 131 8 
130.8, 127.9, 127.0. 117.7, 117.0, 116.5. 113.4, 113.3. 112.9. 109.9. 105.2,' 105 0 
76.3, 49.3, 48.4, 32.4, 31.6, 26.7, 24.6, 23.9. 23.6; MS (DCI/NH3) m/z 374 (M+H) + - 
MS (FAB HRMS) calc'd for C25H27NO2: m/e 373.2042, found: 373.2049. 

Examnle 3Q4 

2.5-dihY(1ro-9-hYdroxv- 1 0-mpthoxv-2.? 4.trim p t hvi.s-r3m.p. n tenvn -1 h. 

f 1 1benzonvninor3.4.n f1l n n r,| j nf? 
1H NMR (300 MHz, DMSO-d 6 ) 8 8.71 (s, 1H), 7.92 (d. J = 8 Hz, 1 H). 6.62 (d 7 = 9 
Hz, 1H), 6.60 (d, 7 = 9 Hz. 1H). 6.47 (d, 7 = 9 Hz. 1H), 6.18 (br s. 1H), 5.63 (dd, 7 = 4 
9 Hz, 1H), 5.43 (br s, 1H), 5.36 (m, 2H), 3.64 (s, 3H), 2.44 - 2.33 (m, 1H). 2 33 - 2 19 
(m, 1H), 2.15 (s, 3H), 1.70 (m, 2H), 1.16 (s, 6H). 0.75 (t. 7 = 8 Hz, 3HV MS 
35 (DCI/NH3) (M+H) + 392. 
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Examplp ^QS 

2 . 5-dihvdro-9-hv(1mxv- 1 p-me thoxv-2.2 4-trim,.thy i.s-n. a „.f Myr h Pnv n . 1 H . 
rilbenzonvrannn^-nqiiin^Hnfr 
MS (DCI/NH3) m/z 458(M+H)+; 
1H NMR (400 MHz, DMSO-d6) 8.62(S. IH). 7.92(d, IH). 7.27(1. 1H). 7 12(d 1H) 
6.94(dd, IH), 6.82(1, IH), 6.72(d, IH), 6.67(s, IH), 6.44(d, IH), 6.27(d, IH). 6.20(s, 
1H), 5.29(s, IH), 2.55(s, 2H), 2.18(s. 2H). 1.81(s, 2H), 1.25(s, 2H), 1.12(s, 2H). 

Example ^Qfi 

lQ-diflunromethoxY-1-rrVfmethvifhin>methnxviph^nv n .2,2.4-trini P thvi.mos.Hih Y ^ 

fllbenZOnvranoR 4-flqiiinr.lim. 

MS (DCI/NH3) 496 (M+H)+; 

IH NMR (200 MHz, DMSO-d6). 5 7.80 (d, J=8.5 Hz, 1 H), 7.21 (t. JH-F= 56 Hz, 1 H), 
7.20-7.12 (m, 2 H), 6.99 (t, IH), 6.82-6.68 (m, 7 H), 6.29 (d. J=l.l Hz, 1 H). 5.40 (s ' 
1 H), 5.14 (s, 2 H), 2.08 (s, 2 H). 1.85 (s. 2 H), 1.22 (s, 2 H), 1.16 (s, 2 H); 
HRMS calcd for C 28 H 2 7N02F2S is 495. 1680. Found 495. 1682. 

Example ^07 

2 . 5-dih Ydm-7-bromo-9-hvdroYv- 1 o-chinm-? ? a -trim^th vt.<Hn v) . } P _ 

mhenznpvrannp 4-f1niiinn1in.» 
MS (DCI/NHj) m/z 448 (M+H)+; 

! H NMR (300 MHz, DMSO) 5 10.03 (s, 1 H), 7.90 (d, 7 = 8.5 Hz, 1 H), 7.00 (app s, 2 
H), 6.63 (d, / = 8.4 Hz, 1 H), 6.43 (br s, 1 H), 5.92-5.77 (m, 2 H), 5.47 (br s, 1 H), 
5.11-4.97 (m, 1 H), 2.44-2.26 (m, 2 H), 2.19 (s, 3 H), 1.22 (s, 3 H), 1.18 (s. 3 H); ' 

C NMR (125 MHz, DMSO-d 6 ) 6 156.7, 150.2, 148.6, 144.0, 139.1, 136.3, 135.5, 
130.8, 129.2, 124.4, 117.6, 115.9. 115.2, 114.0, 111.6, 75.9, 51.6, 48.3. 35.5. 298 
27.9, 24.0; 

HRMS (FAB) calcd m/z for CzzHz^BrClNOj: 445.0444 (M)+. Found: 445.0436. 
HRMS (FAB) calcd m/z for C 22 H 21 79 BrClN02: 447.0424 (M)+. Found: 447.0413. 
Anal. Calcd for C 22 H 2I BrClN0 2 : C, 59.15; H. 4.74; N, 3.14. Found: C. 59.31; H, 4.85; 
N, 3.22. 

Example 398 

2 . 5-dihYdro-9-hYdroyv-|0-mrrhoxv-2.2.4-tri me thvi-s-n-h v<1 r o X v n he,nvn-m. 

rnbenznpvmnor3.4-nqiiinr.li nr 
MS (DCI/NH3) m/z 416(M+H)+; 

IH NMR (400 MHz, DMSO-d6) 9.22(s, IH). 8.56(s, IH), 7.92(d, IH), 6.98(t, IH), 
6.71(d, IH), 6.64(d, IH). 6.58(m, 2H), 6.54(dd, IH), 6.44(d, IH), 6.22(d, IH), 6.22(s, 
IH), 5.27(s. IH). 2.56(s, 2H), 1.82(s. 2H). 1.24(s. 2H), 1.12(s. 2H). 
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Example 399 

2.5-dihvdro-9-methv1thiomethoxv- 1 0-mftthoxv-^^^-t rimethvl-S-n. 
fmethvlthio>methoxvDhenvlV1H-rnhenTnpvranon.4-flqiiinnlin P 
MS (DCI/NH3) m/z 526(M+H)+ 
5 1H NMR (400 MHz, DMSO-d6) 7.94(d, 1H), 7.14(t, 1H), 6.82-6.70(m. 6H), 6.50(d, 
1H), 6.24(s, 1H), 5.29(s, 1H). 5.16(s, 2H), 5.14(s, 2H), 2.61(s. 2H), 2.14(s. 2H), 
2.08(s, 2H), 1.82(s, 2H), 1.24(s, 2H), 1.16(s, 2H). 

Example 400 

2.S-dihvdro-9-hvdroxv-10-methoxv-2.2.4-trimemvl-5-rvrmethvhhinniethoxv->ph^nvlVlH- 
10 rnhenzopvranor3.4-fl quinoline 
MS (DCI/NH3) m/z 476(M+H)+; 

1H NMR (400 MHz, DMSO-d6) 8.58(s, 1H), 7.92(d, 1H), 7.12(t, 1H), 6.82-6.6.7 l(m, 
4H), 6.62(s, 1H), 6.42(d, 1H), 6.26(d, 1H), 6.25(s, 1H), 5.28(s, 1H), 5.12(s, 2H), 
2.55(s, 2H), 2.07(s, 2H), 1.84(s, 2H), 1.22(s, 2H), 1.15(s, 2H). 
15 Example 401 

9-hvdroxv- 10-chloro-5-f phenvlmethvleneV2.2.4-trirnethv1- 1 H-2.5-riihvrirn- 
fnbenzopvranor3.4-fl quinoline 
1H NMR 5 9.48 (s, 1H), 7.98 (m. 1H). 7.42 (m, 1H), 7.22 (m, 5H), 7.00 (m, 1H), 6.71 
(m, 1H), 6.52 (m, 1H), 6.42 (m, 1H), 5.47 (m, 0.5H), 5.12 (m. 0.5H), 1.96 (s, 2H), 
20 1.02 (s, 2H), 0.85 (s, 2H); mass spectrum (DCI) m/z: 416 (M + 1); Calcd for 
C26H22CINO2: 415.1229. Found: 415.1229. 

Example 402 

2.5-dihvdro-9-hvdroxv- 1 0-methnxv-2.2.4-trimethvl-5-<T2-NN- 
dimethvlcarhamovloxvlphenvn- 1 H-f 1 Ihenzopvranor3.4-flquino1ine 
25 MS (DCI/NH3) 504(M+NH4)+, 487(M+H)+; 

1H NMR (400 MHz, DMSO-d6) 8.59(s, 1H), 7.92(d, 1H), 7.22(t, IH), 7.09(d, 1H), 
6.91(dd, 1H), 6.8 l(t, 1H), 6.72(d. 1H). 6.66(d. 1H), 6.44(d, 1H), 6.24(d, 1H), 6.27(s, 
1H), 5.28(s, 1H), 2.55(s, 2H), 2.949s, 2H), 2.82(s, 2H), 1.81(s, 1H), 1.24(s, 2H). 
1.12(s, 2H). 

30 Example 403 

2.5-dihvdro-9-N.N-dimethvlcarhamnvlnxv-10-methnxv-2.2.4-tri methvl-5-fr2-N.N- 
dimethvlcarbamoyloxylphe nyl)- 1 H-f 1 ]henzopyranor3.4-f|quinnline 
MS (DCI/NH3) 575(M+MH4)+; lH NMR (400 MHz. DMSO-d6) 7.90(d, 1H), 7.25(t, 
1H), 7.1 l(d, 1H), 6.95(dd. 1H), 6.85(s, 1H), 6.79(s, 1H), 6.75(d, 1H), 6.71(d, 1H), 
35 6.52(d, 1H), 6.49(s. 1H), 5.41(s. 1H), 2.52(s, 2H), 2.02(s, 2H). 2.94(s, 2H), 2.89(s. 
2H), 2.85(s, 2H), 1.84(s, 2H), 1.25(s. 2H). 1.1 5(s, 2H). 
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Example 404. 
2.5-dihvdro-9-hvriroxv-10-chIoro-2.2.4-trim e ^^ 

flquinoline 

»H NMR (300 MHz, DMSO-de) 5 9.59 (s, 1H), 7.91 (d, 7 = 8 Hz, 1H), 6.75 (s. 2H), 
6.62 (d, 7 = 8 Hz, 1H), 6.29 (d. 7 = 2 Hz, 1H), 5.46 (m, 2H), 2.14 (s, 3H), 1.57 (m, 
2H), 1.19 (s, 3H), 1.15 (s, 3H), 0.89 (t, 7 = 7 Hz, 3H); Hi Res MS (APCI) m/e calc'd for 
C21H22NO2CI: 355.1339, found 355.1353. 

Example 405 

^S-dihYdro-g-hvdroxv-lO-chloro-^.^^-trimethvi-S-isnprnpvi- m -riihpnTopvrannH^ 

flqmnoline 

*H NMR (300 MHz, DMSO-de) 6 9.57 (s, 1H). 8.02 (d, 7 = 8 Hz. 1H), 6.76 (s, 2H), 
6.65 (d, 7 = 9 Hz, 1H), 6.45 (s, 1H), 5.45 (s, 1H), 5.32 (d, 7 = 9 Hz, 1H), 2.17 (s, 3H), 
1.70 (m, 1H), 1.30 (s, 3H), 1.02 (s. 3H). 0.92 (d, 7 = 6 Hz, 3H), 0.67 (d, 7 = 6 Hz, 3H); 
HRMS(APCI) m/e calc'd for C22H24NO2CI: 369. 1496, found 369.1492. 

Example 406 

9-hvdroxv-in-methoxv-5-fnhenvlmethvleneV2.2.4-trimethvl-1 H -2'>-ftihvrim- 
rnhenzonvranor3.4-flquinnlinff 

MS (DCI/NH3) 412 (M+H)+; 

1H NMR (200 MHz, DMSO-d6), 8 8.92 (s, 1 H), 8.12 (d, 7=8.8 Hz, 1 H), 7.62 (d, 7=8.8 
Hz, 2 H), 7.22-7.15 (m, 2 H), 6.77 (d, 1 H), 6.69 (d. 1 H), 6.66 (d, 1 H), 6.52 (s, 1 H), 
5.46 (s, 1 H), 5.29 (s, 1 H), 2.65 (s, 2 H), 1.90 (s, 2 H), 1.20 (s, 6 H); 
HRMS calcd for C27H25NO2 is 41 1.1824. Found 41 1.1821. 

Example 407 

2.5-dihvdrO-9-hvdrOXV-10-ch1oro-2.2.4-trimftrhv l.,5-hutvl-lH-rnhftnyr.pvrnnnr^4- 

flquinoline 

»H NMR (300 MHz, DMSO-d 6 ) 5 9.55 (br s, 1H), 7.91 (d, 7 = 9 Hz, 1H), 6.74 (s, 2H), 
6.61 (d, 7 = 8 Hz, 1H), 6.26 (d, 7 = 1 Hz, 1H). 5.56 (dd, 7 = 11, 2 Hz, 1H), 5.45 (br s, 
1H), 2.15 (m, 3H). 1.64 (m, 1H), 1.46 (m, 1H), 1.31 (m, 4H), 1.19 (s, 3H). 1.15 (s, 
3H), 0.78 (t, 7 = 7 Hz, 3H); MS (DCI/NH 3 ) m/e (M+H) + 384. 

Example 408 

a.S-dihYdro-g-hYdroxv-lO-melhoxv^^^-trimethvl-S-d-thi azol^-vn-lH- 
rnhenznpvranon.4-flquinnlinp. 
1H NMR (300 MHz, DMSO-de) 5 8.72 (s, 1H), 8.02 (d, 7 = 8 Hz, 1H), 6.88 (s, 1H), 
6.70 (d, 7 = 8 Hz, 1H), 6.68 (d, 7 = 8 Hz. 1H), 6.61 (d, 7 = 9 Hz, 1H), 6.54 (s, 1H), 
6.20 (s. 1H), 5.49 (s. 1H). 3.72 (s, 3H), 2.57 (s, 3H), 2.30 (s. 3H). 1.33 (s, 3H), 1.14 
(s. 3H); 13c NMR (75 MHz, DMSO-de) 5 182.9. 182.5. 181.3. 179.8, 169.8. 167.9. 
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165.5. 163.8, 154.6, 154.4, 153.6, 151.7, 151.3. 150.0. 127.0. 96.8. 87.2. 67.6, 65.7, 
60.3; MS (DCI/NH3) (M+H)+322. 

Exampls 409 

2.5-dihvdrQ-9-hvdmxv-in-rh1nrn-2.2.4-trimftthvl-S-0 - mf»thv1pTr.p Y 1V]ff . 
rnbenzopvranon.4-flqmnn1inp; 
1H NMR (300 MHz, DMSO-d 6 ) 6 9.59 (br s. 1H), 7.91 (d, J = 9 Hz, 1H), 6.75 (d. J = 8 
Hz, 1H). 6.73 (d, J = 8 Hz, 1H), 6.62 (d, J = 8 Hz, 1H), 6.28 (d, J = 2 Hz, 1H), 5.70 
(dd, / = 12, 2 Hz, 1H), 5.45 (br s, 1H), 2.17 (s, 3H), 1.68 (m, 2H), 1.23 (in, 2H), 1.19 
(s, 3H), 1.15 (s, 3H), 0.98 (d, J = 6 Hz, 3H), 0.75 (d, / = 7 Hz, 3H); MS (DCI/NH3) m/e 
(M+H)+ 384. 

Examn1t»4in 

2.5-dihvdrO-9-hvdrOXVmRthvl-l 0-chlortv2.2~4-trime.thv1-5- a 11vl- m. r nhengnpvrsnnp 4- 

flquinoline 

MS (DCI/NH3) m/z 381 (M)+; 

*H NMR (500 MHz, DMSO) 6 7.91 (d. / = 8.4 Hz, 1 H). 7.30 (d, J = 8.5 Hz, 1 H), 6.90 
(d, / = 8.4 Hz, 1 H), 6.64 (d, J = 8.5 Hz, 1 H), 6.32 (br s, 1 H), 5.90-5.73 (m, 2 H), 
5.47 (br s, 1 H), 5.28 (t, J = 5.1 Hz, 1 H). 5.04 (dd, J = 10.2. 1.1 Hz, 1 H), 4.97 (dd, / = 
10.2. 1.1 Hz. 1 H), 4.64-4.50 (m, 2 H), 2.46-2.25 (m, 2 H), 2.17 (br s, 3 H). 1.21 (s, 3 
H), 1.16 (s, 3 H); 

HRMS (FAB) calcd m/z for C23H 24 C1N02: 381.1496 (M)+. Found: 381. 1495._ 

Example 41 1 

2.5-dihYdrO-9-hvdroXV- 10-chloro-2.2.4-trimRthvl. S-nrnnv1- 1 H-f 1 IhenT-npyrannn 4- 

flquinoline 

»H NMR (300 MHz. DMSO-d 6 ) 5 9.55 (s. 1H), 7.90 (d, J = 9 Hz. 1H). 6.74 (s, 2H). 
6.60 (d, J = 9 Hz, 1H), 6.26 (s, 1H), 5.59 (d, 7 = 9 Hz, 1H), 5.45 (s, 1H), 2.15 (s. 3H), 
1.65 (m. 1H). 1.38 (m, 3H). 1.19 (s, 3H), 1.15 (s, 3H), 0.82 (t, 7 = 7 Hz, 3H); NMR 
(75 MHz. DMSO-de) 6 148.6. 146.1, 143.6, 134.8, 133.4, 127.4, 127.0, 123.9, 116.2, 
115.9, 115.9, 115.2, 113.9, 112.5, 73.9, 49.8. 33.4. 29.4. 28.8. 23.8. 18.7, 13.4; Hi 
Res MS (APCI) m/e calc'd for C22H24NO2CI: 369.1496, found 369.1504. 

Examn1e412 

9-hvdroXV-10-mf4hoxv-5-fr3-fluoronhRnvnmethv1pneV2,2.4-trimp t hv1-1H-2.S-dihvdrn- 

mhenzonvranorr4-flmiino1in<» 
1H NMR (200 MHz. DMSO-d6) 8 9.04 (s. 1H), 8.22 (d, 1H), 7.62-7.27 (m. 2H). 7.10- 
7.02 (m, 1H), 6.86 (d, 1H), 6.78 (d, 1H). 6.72 (d, 1H), 6.70 (s. 1H), 5.56 (s, 1H), 5.46 
(s, 1H). 2.72 (s, 2H), 1.96 (s, 2H), 1.27 (s. 2H). MS (DCI/NH3) m/z 420 (M+H)+; 
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Anal, calcd for C 2 7H 2 4N02F« 0.25 H20: C. 75.51; H, 5.62; N, 2.26. Found: C, 74.84; 

H, 6.17; N.2.91. 

Example 4H 

9-hvdroxv-lQ-chloro-5-fr2-r>vridvnmethv1eneV2.2.4-trimethvl.1H-? S-Hihyrf^ 
5 f nhenzop yranof3.4-f|quinoline 

MS (DCI/NH3) m/z 417 (M+H)+; 

1H NMR (200 MHz, DMSO) 8 9.79 (br s, 1 H), 8.51 (ddd, J=5.9, 1.6. 1.0 Hz, 1 H), 
8.42 (d, J=8.6 Hz. 1 H), 8.24 (dt, J=7.8, 1.0 Hz, 1 H), 7.52 (td, J=7.8. 1.7 Hz, 1 H), 
7.22 (ddd, J=7.7, 5.8, 1.2 Hz, 1 H), 7.00 (d, J=8.5 Hz, 1 H), 6.88 (d, J=8.6 Hz, 1 H), 
10 6.81 (d, J=8.5 Hz, 1 H), 6.62 (br s, 1 H), 5.71 (s, 1 H), 5.51 (br s, 1 H), 2.00 (br s, 2 
H), 1.28 (br s, 6 H); 

13C NMR (125 MHz, DMSO-d6) 8 152.5. 149.7. 146.4, 145.7, 126.5, 126.1, 122.7, 
128.7, 128.2, 122.0, 122.4, 121.5, 118.2, 117.7, 117.6, 116.5, 115.5, 114.8, 114.4, 
114.1, 112.9, 49.5, 29.7, 28.1, 21.2; 
15 HRMS (FAB) calcd m/z for C25H21CIN2O2: 416.1291 (M)+. Found: 416.1288. 

Example 414 

rel-f5S>-9-hvdroxv-5-rf3S>-n-hvdroxvmethvncvclohexen-3-vn- 10-methnxv-? 2 4- 
trimethvl-2.5-dihvdro-lH-rnhenzopvrano r3.4-nquinn1ine 
1H NMR (200 MHz, DMSO-d6), 5 8.49 (s, 1 H), 7.99 (d. 7=8.5 Hz, 1 H), 6.64 (d, 7=8.5 
20 Hz, 1 H). 6.58 (d. 7=8.5 Hz, 1 H), 6.47 (d, 7=8.5 Hz, 1 H), 6.21 (br s, 1 H), 5.99 (br s, 
1 H), 5.40 (br s, 1 H). 5.26-5.21 (m, 1 H), 4.81-4.72 (m, 2 H), 4.02-4.02 (m, 1 H), 
2.61-2.58 (m, 1 H), 2.52 (s, 2 H), 2.00-2.95 (m, 1 h). 2.21 (s, 2 H), 1.61-1.40 (m. 4 H), 

I. 22 (s, 2 H), 1.28-1.24 (m, 2 H), 1.04 (s, 2 H); 

Anal, calcd for C27H21NO4: C, 74.80; H. 7.21; N, 2.22. Found: C, 74.77; H, 7.15; N, 
25 2.12. 

Example 415 

rel-(5SV9-hvdroxv-5-rGSVfl-methoxvcarhonvncvclohexen-3-vn- IO-me thoxv-2.2.4- 
trimethvl-2.5-dihvdro-lH-nihen7.opvrannr3.4-nq U inn1inft 
MS (DCI/NH3) 462 (M+H)+; 
30 1H NMR (200 MHz, DMSO-d6), 8 8.72 (s, 1 H), 8.04 (d, J=8.5 Hz, 1 H), 6.90-6.87 (m, 
1 H), 6.67 (d, J=8.5 Hz, 1 H), 6.64 (d, J=8.5 Hz, 1 H), 6.52 (d, J=8.5 Hz, 1 H), 6.25- 
6.29 (m, 1 H), 5.50-5.44 (m, 2 H), 4.06-4.00 (m, 1 H), 2.66 (s, 2 H), 2.62 (s. 2 H). 
2.20-2.27 (m. 1 H), 2.18-2.05 (m, 1 H), 2.12 (s, 2 H), 1.72-1.60 (m, 2 H), 1.25-1.24 
(m, 2 H), 1.20 (s, 2 H), 1.04 (s, 2 H); 
35 HRMS calcd for C28H21NO5 is 461.2202. Found 461.2196. 

Anal, calcd for C28H21NO5 . 0.25 H20: C, 72.15; H, 6.81; N, 2.00. Found: C, 72.06; 
H, 7.06; N, 2.82. 
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Example. 41 6 

2.5-dihvdrQ-9-hvdrnxv-10-mRthnxv-2-2.4-trim ff thvl.5.f^S-rii ch1nmphf.n V n.^ - 

mhenzonvranon.4-f]qninnHnp. 

MS DCI m/z 468 (M+H)+; 

1H NMR (200 MHz, DMSO), 8 8.69 (s, 1 H), 7.96 (d, J=8.8 Hz, 1 H), 7.44 (t, J=1.8 
Hz, 1 H), 7.17 (d, J=1.8 Hz, 2 H), 6.76 (d, J=8.4 Hz, 1 H), 6.70 (s, 1 H), 6.48 (d, J=8.8 
Hz, 1 H), 6.28 (d, J=8.8 Hz. 1 H), 6.25 (d, J=1.5 Hz, 1 H), 5.41 (s, 1 H), 2.57 (s, 2 H), 
1.82 (s, 2 H), 1.25 (s, 2 H), 1.14 (s, 2 H); 13C NMR (200 MHz, DMSO), 8 145.9, 
145.2, 142.6, 142.1, 122.7, 122.0, 128.8, 127.6, 127.2, 127.1, 126.6, 118.2, 117.9, 
117.2, 114.5, 112.2, 72.7, 59.0, 49.8, 29.6, 28.2, 22.2. 
HRMS calcd for C26H23CIFNO3 is 467.1066. Found 467.1064. 

Example 417 

(-) f3S.3'S) 2.5-riihv(1ro-9-hvdroxv- 1 0-ch1oro-2.2.4-trimethvi-5-n j jaahidcygloh sgs n=3= 

vn-lH-mhenznpvmnon^-flqiiinnlinft 
MS (DCI/NH3) m/z 422 (M + H)+; 

l H NMR (300 MHz, DMSO) 5 9.55 (s, 1 H), 8.02 (d, J = 8.4 Hz, 1 H), 6.77 (app s, 2 
H), 6.68 (d, / = 8.4 Hz, 1 H), 6.41 (or s, 1 H), 5.50-5.42 (m, 2 H). 4.88 (br s, 1 H), 
2.23-2.15 (m, 1 H), 2.07 (br s, 3 H), 1.91-1.80 (m, 2 H), 1.76-1.63 (in, 2 H), 1.60-1.46 
(m, 1 H), 1.50 (br s, 3 H), 1.38-1.28 (m, 1 H), 1.30 (s, 3 H), 1.09 (s, 3 H); 
,3 C NMR (125 MHz, DMSO) 5 148.6, 145.7, 143.7, 135.8, 133.7, 132.6, 128.2. 126.8, 
123.7, 120.2. 117.7, 115.9 (2), 115.3, 114.1, 112.4, 75.6, 49.5, 36.3. 29.6. 29.3, 27.5, 

25.1, 24.2, 23.7, 20.2; 

HRMS (FAB) calcd m/z for CzeHMClNO.: 421.1809 (M)+. Found: 421.1810. 

Example 418 

f-)(5S.3'R) 2.5-dihvdro-9-hvdroxv-10-ch1nrn-2 2 4-t ri methv1-5-n-methvl t; v g 1nhftvPn-^ 

V 1 )- 1 H-r 1 1henzonvranon.4-flqtiino1ine 
MS (DCI/NH3) m/z 422 (M + H)+; 

'H NMR (300 MHz, DMSO) 8 9.58 (s, 1 H). 8.05 (d, J = 8.4 Hz, 1 H), 6.79 (ABq, J = 
8.0 Hz, An AB = 14.4 Hz, 2 H), 6.67 (d, J = 8.3 Hz, 1 H). 6.47 (br s, 1 H), 5.49-5.46 (m, 
2 H), 5.35 (d, J = 8.9 Hz. 1 H). 2.28-2.15 (m. 1 H), 2.12 (br s. 3 H). 1.93-1.80 (ra, 1 
H). 1.78-1.63 (m, 2 H). 1.64-1.51 (m, 1 H), 1.62 (br s, 3 H), 1.31 (s, 3 H),1.25-1.13 
(m, 2 H), 1.04 (s, 3 H); 

,3 C NMR (125 MHz, DMSO) 8 148.7, 145.8, 144.2, 135.1, 134.0, 132.1. 127.9. 126.7. 
123.7, 121.4, 118.0. 116.0 (2). 115.4, 114.2, 112.4, 103.4, 76.4, 49.5. 37.1, 29.5, 

27.2, 24.5, 23.8 (2). 21.6; 

HRMS (FAB) calcd m/z for C 26 H 2g ClN0 2 : 421.1809 (M) + . Found: 421.1816. 
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Example 41 <) 

(+) fSR . TS) 2 ., S-rtihy(1ro-9-hv<1roxY-10-chloro-2.? 

Vl V 1 H-mhenznpvrannf 1,4-nqiiinnlin^ 

[ab 25 +237.8 ° (c = 0.5, CHC1 3 ); 
5 MS (DCI/NH3) m/z 422 (M + H)+; 

*H NMR (300 MHz, DMSO) 8 9.58 (s, 1 H), 8.05 (d, / = 8.4 Hz, 1 H), 6.79 (ABq, / = 
8.0 Hz, Aoab = 14.4 Hz, 2 H), 6.67 (d, J = 8.3 Hz, 1 H), 6.47 (br s. 1 H), 5.49-5.46 (m, 
2 H), 5.35 (d, J = 8.9 Hz. 1 H). 2.28-2.15 (tn, 1 H). 2.12 (br s, 3 H), 1.93-1.80 (m, 1 
H), 1.78-1.63 (m, 2 H), 1.64-1.51 (m, 1 H), 1.62 (br s, 3 H), 1.31 (s, 3 H).1.25-1.13 
10 (m. 2 H), 1.04 (s, 3 H); 

I3 C NMR (125 MHz, DMSO) 6 148.7, 145.8, 144.2. 135.1, 134.0, 132.1, 127.9, 126.7, 
123.7, 121.4, 118.0, 116.0 (2), 115.4, 114.2, 112.4, 103.4, 76.4, 49.5, 37.1, 29.5, 
27.2, 24.5, 23.8 (2), 21.6; 

HRMS (FAB) calcd m/z for C 26 H 28 C1N02: 421.1809 (M)+. Found: 421.1806. 

Examnle 47Q 

(+)f5R . 3 , R)2 . 5-{ 1 ihvrirQ-9-hYriroxv-10^^^ 

V 1 V 1 H-r 1 lhenzr>pvranr>n,4-fln,iiinnli no 
[ato 25 +147.5 0 (c = 0.2, CHCI3); 

MS (DCI/NH3) m/z 422 (M + H) + ; 

*H NMR (300 MHz. DMSO) 8 9.55 (s. 1 H), 8.02 (d, J = 8.4 Hz, 1 H), 6.77 (app s, 2 
H), 6.68 (d, / = 8.4 Hz, 1 H), 6.41 (br s. 1 H), 5.50-5.42 (m, 2 H), 4.88 (br s, 1 H), 
2.23-2.15 (m, 1 H), 2.07 (br s, 3 H), 1.91-1.80 (m, 2 H), 1.76-1.63 (m, 2 H), 1.60-1.46 
(m, 1 H), 1.50 (br s, 3 H), 1.38-1.28 (m, 1 H), 1.30 (s, 3 H), 1.09 (s. 3 H); 
13 C NMR (125 MHz. DMSO) 8 148.6. 145.7, 143.7. 135.8. 133.7. 132.6. 128.2. 126.8, 
123.7, 120.2. 117.7, 115.9 (2), 115.3, 114.1, 112.4, 75.6, 49.5, 36.3, 29.6, 29.3, 27.5, 
25.1, 24.2. 23.7. 20.2; 

HRMS (FAB) calcd m/z for C 26 H2gClN0 2 : 421.1809 (M) + . Found: 421.1794. 

Examnle 49.1 

(+/-)2.5-dihvrtrP-9-f4-N , N-dimffthvlnm^ 

5-aIlvH H-fl lbenzonvranon.4-flqninr.linP 
MS (ESI) m/z 495 (M+H)+; 

1H NMR (200 MHz, DMSO-d6) 8 7.90 (d, 1H). 6.99 (d, 1H). 6.92 (d. 1H), 6.64 (d,lH), 
6.42 (s. 1H). 5.81-5.76 (m, 2H), 5.48 (s. 1H). 5.07-4.94 (m, 2H), 2.99 (s, 2H), 2.84 (s, 
2H), 2.82-2.68 (m. 4H). 2.41-2.27 (m, 2H). 2.18 (s. 2H). 1.20 (s, 2H), 1.17 (s. 2H). 
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Example. d77 

<-) 2 . 5-dihYrirO-9-hvdmxv-10-chlnrn-? 7 ^.trimRthvl-S-n v clnppntyl-lf f. 
mbenzopvranon.4-nqiiinnlini». 
MS (DCI/NH3) m/z 296(M+H)+; 

1H NMR (400 MHz, DMSO-d6) 1H NMR (200 MHz, DMSO-d6) 6 9.50 (bs, 1H), 8.04 
(s, 1H), 6.77 (d, 1H), 6.72 (d, 1H), 6.65 (d, 1H), 6.42 (d, 1H), 5.50 (s, 1H), 5.42 (d, 
1H) 2.18-1.08 (in, 18H). 

Example AT\ 

2 . 5-dihvdrO-9-(4-N.N-dimethv1amino-4-oxo-hutanftvloxv>- 1 n-mftt h oxv-2 7 A.frim ^.^ Yl-^- 
( 1 -methv1ethvl>- 1 H-rnhenznpvrannn .4-ngninn] j nft 
lH NMR (400 MHz, DMSO-d6) 5 7.92 (d, J=8.5, 1H), 6.83 (d, J=8.5, 1H), 
6.71-6.65 (m, 2H), 6.31 (d, J=1.7, 1H). 5.46 (br m, 1H), 5.37 (d, J=9.7, 1H), 3.61 (s. 
3H), 3.00 (s, 3H), 2.84 (s, 3H), 2.80 (m, 2H), 2.70 (m, 2H), 2.17 (s, 3H), 1.80 (m. 
1H), 1.31 (s, 3H), 1.03 (s, 3H), 0.95 (d. J=6.4, 3H). 0.65 (d, J=6.8, 3H); 13C NMR 
(125 MHz. DMSO-d6)5 171.5, 170.4, 149.0, 148.0, 145.6, 138.3, 133.6, 131.0, 127.9, 
125.8, 120.7, 118.2, 118.2, 115.4, 113.4, 112.1, 78.0, 60.0, 49.4, 36.4, 34.9, 30.9, 
29.6, 28.9, 27.6, 27.3, 23.8. 19.4. 17.8; MS (ESI/NH3) tn/e 493(M+H)+, 515(M+Na)+; 
HRMS calcd m/z for C29H26N2O5: 492.2624. Found: 492.2613. 

Example 424 

2.5-dihvdrO-9-(4-N.N-dimethvlaminn^-nxn-hiitnnnvlnxv^-1ft-i T iethn y v.«;-rphenvlmftthvn- 
2.2.4-trimethvl- 1 H-f 1 IhenrnpvrnnnR A.fl n mnnK nfi 
1H NMR (500 MHz. DMSO-d6) 5 7.90 (d, J=8.8. 1H). 7.29-7.26 (m. 2H). 7.21 
(m. 1H). 7.09 (d. J=7.0. 2H). 6.89 (d, J=8.8, 1H), 6.66 (d. J-8.8. 1H). 6.60 (d, J=8.8. 
1H). 6.25 (d, J-1.8, 1H), 5.98 (dd, J=10.1, 2.5, 1H). 5.42 (s. 1H), 2.67 (s. 2H). 2.01 
(s, 2H). 2.97 (m. 1H). 2.85 (s. 2H), 2.84-2.81 (m. 2H). 2.72-2.69 (m, 2H). 2.22 (s, 
2H). 1.17 (s. 2H), 1.14 (s, 2H); 13C NMR (125 MHz, DMSO-d6) 8 171.5, 170.4, 148.2. 

148.1, 146.2, 128.4. 127.6. 122.4, 121.9. 128.9, 128.2, 127.2. 126.2, 126.2, 120.8, 

118.2, 116.2, 115.2, 112.9. 112.6. 74.8. 60.1. 49.7. 28.2, 24.9. 29.2, 29.1, 28.9, 27.6, 
24.2; MS (ESI/NH3) m/e 541(M+H)+, 562(M+Na)+; Anal. Calcd for C33H36N2O5: C 
72.21, H 6.71, N 5.18. Found: C 72.87, H 6.97. N 4.90. 

Example 425 

2.5-dihvdrO-9-f4-N.N-dimethvlamino-4-oxo-hutnnnvlnxvVl n- m ethnxv-7 7 4-trimethvl-5- 
(Z-thienvD-lH-mhenzonvninnn^nqninnline 
»H NMR (500 MHz. DMSO-d6) 5 7.90 (d. J=8.4, 1H). 7.40 (dd, J=5.0, 1.3. 1H). 
6.96 (s, 1H). 6.86 (m, 1H), 6.80 (m, 1H). 6.74-6.71 (m, 2H), 6.57 (d. J=8.4. 1H). 6.32 
(d, J=1.8, 1H), 5.41 (s. 1H). 3.58 (s, 3H), 2.98 (s. 3H). 2.83 (s, 3H), 2.77-2.74 (m. 
2H). 2.68-2.65 (m. 2H). 1.95 (d, J=l.l. 3H), 1.23 (s. 3H). 1.15 (s. 3H); 13C NMR (125 
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MHz, DMSO-d6)8 171.1, 170.2, 148.6, 147.5. 146.0, 142.8. 138.4, 132.8, 130.1, 
128.0. 127.2. 126.3. 126.1, 125.9, 125.8. 120.4, 118.4, 116.8, 115.8, 114.3, 112.3. 
70.9, 59.5, 49.7, 36.2, 34.7, 29.5. 28.7. 28.5. 27.4. 22.8; MS (ESI/NH3) m/e 
533(M+H)+, 555(M+Na)+; Anal. Calcd for C20H22N2O5S: C 67.65, H 6.06. N 5.26. 
Found: C 67.48. H 6.16. N 5.07. 

Example 426 
2.5-dihvdro-9-f4-N.N-dimethv1aminohutano^ ^ 

DrODenvn-IH-rnhenzonvrannn^flgiiinnlinp. 
1H NMR (500 MHz, DMSO-d6) 5 7.85 (d, J=8.4, 1H), 6.86 (d, J=8.4, 1H), 
6.68-6.61 (m, 2H), 6.25 (d, J=1.5. 1H). 5.86-5.78 (m, 2H), 5.46 (s, 1H), 5.06-4.98 (m, 
2H). 2.61 (s. 2H). 2.62 (t, J=7.1. 2H), 2.47 (m, 1H), 2.22 (t, J=7.0, 2H), 2.25 (m. 1H), 
2.18 (s, 2H), 2.16 (s, 6H). 1.80 (m, 2H). 1.18 (s. 2H), 1.17 (s, 2H); 13C NMR (125 
MHz, DMSO-d6)5 171.8, 148.4. 147.9. 146.2, 128.5, 124.0, 122.5, 122.1, 127.2, 
126.2, 120.7. 118.2. 117.2. 116.2. 115.0. 112.8, 112.6, 72.6, 59.9, 58.0, 45.1, 26.6, 
21.1, 29.2, 29.0. 22.8, 22.5; MS (ESIrt*JH3) m/e 477(M+H)+; Anal. Calcd for C 2 9H36N- 
204: C 72.08, H 7.61, N 5.88. Found: C 72.77, H 7.74, N 5.64. 

Example 427 

9-(2-eth0XY-2-0X0-CthvlaminocaT^nnv1%nxv-in-m ff thnxv-5-n.pr o nenvn-2-2 4-trimftthv1- 
1 H-2.5-di hvdm- T 1 IhenzopyranoR 4-fTqiiinnli n( » 
MS (DCI/NH3) 510 (M+NH4)+. 492 (M+H)+, 264; 

1H NMR (200 MHz, DMSO-d6), 6 8.21 (t, J=6.0 Hz, 1 H), 7.86 (d J=8.5 Hz, 1 H), 
6.86 (d. J=8.5 Hz, 1 H), 6.64 (d, J=8.5 Hz, 1 H). 6.62 (d, J=8.5 Hz, 1 H). 6.29 (d, 
J-1.1 Hz, 1 H), 5.90-5.76 (m. 2 H), 5.45 (br s. 1 H), 5.04 (dd, J=10.2, 1.8 Hz, 1 H), 
4.99 (dd, J=17.2. 1.8 Hz, 1 H). 4.12 (q, J=7.0 Hz, 2 H), 2.85 (d. J=6.0 Hz, 2 Hz), 2.65 
(s, 2 H), 2.20-2.22 (m, 2 H), 2.17 (d, J-1.1 Hz, 2 H), 1.21 (t, J=7.0 Hz, 2 H), 1.18 (s, 2 
H), 1.17 (s, 2 H); 

Anal, calcd for C28H22N2O6: C, 68.28; H, 6.55; N, 5.69. Found: C, 67.97; H, 6.59; N, 
5.62. 

Example 428 

ft/-) 2 . 5-(iihvdro-9-(3-acetamido-nronanovlnxv^lO-methnxv.2 ? 4-trimethvl-5-nllvl-lH- 

mhen?npvranr>n4-flquinoline 

MS (APCI) m/z 477 (M+H)+; 

1H NMR (200 MHz, DMSO-d6) 8 8.04 (t. 1H), 7.85 (d, 1H), 6.90 (d, 1H), 6.68 (d, 1H), 
6.64 (d. 1H). 6.26 (s. 1H), 5.87-5.77 (m, 2H), 5.46 (s, 1H),:5.04 (dd, 1H), 4.98 (dd, 
1H), 2.61 (s, 2H), 2.40 (q, 2H). 2.76 (t, 2H), 2.52-2.44 (m, 1H), 2.20-2.24 (m, 1H), 
2.18 (s. 2H), 1.84 (s, 2H). 1.18 (s. 2H), 1.17 (s. 2H). 
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Example 429 

M-) 2.5-dihvdrQ-9-hvdrOXV- 1 0-chloro-2.2.4-trimethvl-5-henzvl- 1 H-n lhwi snnynmnn 4- 

Qauinolins 

5 MS (DCI/NH3) m/z 418(M+H)+; 

1H NMR (400 MHz, DMSO-d6) 1H NMR (200 MHz, DMSO-d6) 8 9.70 (bs, 1H), 7.99 
(s, 1H). 7.20-7.08 (m, 5H), 6.79 (d, 1H), 6.67 (d. 1H), 6.62 (d, 1H), 6.19 (d, 1H), 5.86 
(dd, 1H), 5.44 (s. 1H) 2.98-2.84 (m. 2H). 2.22 (s, 2H), 1.19 (s. 2H), 1.17 (s, 2H). 

Example 410 

10 9-hvdroxv- 1 0-methoxv-5-rohenvlmethvleneV2.2.4-trimethvl- 1 H-? 5-dihvdrn- 

rnbenzopvranor3.4-flquinnline 

(DCI/NH3) 412 (M + H) + ; 

*H NMR (300 MHz, DMSO-de), 5 8.93 (s. 1 H), 8.13 (d, J = 8.8 Hz, 1 H), 7.63 (d, 7 = 
8.8 Hz, 2 H), 7.32 - 7.15 (m, 3 H), 6.77 (d, 1 H), 6.69 (d, 1 H), 6.66 (d, 1 H), 6.52 (s, 1 
15 H), 5.46 (s, 1 H), 5.39 (s, 1 H), 3.65 (s, 3 H). 1.90 (s, 3 H), 1.20 (s. 6 H); 
HRMS calcd for C27H25NO3 is 41 1.1834, found 41 1.1821. 

Example 431 

9-fdimethvlaminomiocarhonvlVoxv-in-methnxv-S-r3-pmpenvn-22 4-tri methvl-lH-2S- 

dihydro- H Ihen7.opvranor3.4-flquinolinf; 

20 MS (DCI/NH3) 45 1 (M+H)+; 

1H NMR (200 MHz, DMSO-d6), 6 7.84 (d J=8.8 Hz, 1 H), 6.80 (d, J=8.8 Hz, 1 H), 
6.65 (d, J=8.8 Hz, 1 H), 6.62 (d, J=8.8 Hz, 1 H), 6.26 (d, J=1.7 Hz, 1 H), 5.90-5.76 
(m, 2 H), 5.46 (br s, 1 H), 5.04 (dd, J=10.2, 1.8 Hz, 1 H), 4.98 (dd, J=17.2, 1.8 Hz, 1 
H), 2.64 (s, 2 H), 2.29 (s, 2 H), 2.26 (s, 2 H), 2.22-2.22 (m, 2 H), 2.18 (d, J=1.7 Hz, 2 

25 H), 1.18 (s. 2 H), 1.16 (s, 2 H); 

Anal, calcd for C26H20N2O2S.O.5 H20: C, 67.94; H, 6.79; N, 6.09. Found: C, 68.06; 
H, 6.80; N, 6.12. 

Example 412 

(+/-) 2.5-dihvdro-9-fN-carhamovl-2-aminoacetoxvV 1 0-met hoxv-2.2.4-trimethvl-5-allvl- 
30 1 H-n 1 henzopyranor3. 4-flquinoline 

MS (APCI) m/z 464 (M+H)+; 

1H NMR (200 MHz, DMSO-d6) 8 7.78 (d, 1H), 6.79 (d, 1H), 6.60 (d, 1H), 6.57 (d, 
1H), 6.27 (t. 1H), 6.18 (bs, 1H), 5.80-5.70 (m, 2H), 5.67 (s, 2H), 5.28 (s, 1H), 4.97 
(dd, 1H), 4.92 (dd. 1H), 4.01 (d. 2H). 2.55 (s, 2H), 2.42-2.27 (m, 1H), 2.22-2.16 (m, 
35 1H), 2.10 (s, 2H), 1.11 (s, 2H), 1.10 (s, 2H). 
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Example <m 

<+/-) 2.5-dihYdro-9-f4-ethoxv-4-nvo-hutnxvVin-methr.Tv-? ? 4 -aiin«tiivi.s.qfl YH F f- 

mhenTDpvrann^^i-nqninnnnff 
1H NMR (200 MHz, DMSO-d6) 5 7.92 (d, 1H. J=8Hz), 6.79 (d, 1H), 6.62 (d, 1H, 
J=8Hz), 6.58 (d. 1H, J=8Hz), 6.18 (d, 1H, J=2Hz), 5.82 (m, 1H), 5.72 (dd, 1H, J=2Hz, 
J=9Hz) 5.45 (s, 1H), 5.05-4.97 (in, 2H), 4.08 (q, 2H, J=5Hz), 4.02-2.91 (m, 2H), 2.70 
(s, 2H), 2.50 (t, 2H, J=5Hz), 2.45 (m, 1H), 2.21 (m, 1H), 2.16 (s. 2H), 2.00 (quin, 2H, 
J=5Hz), 1.19 (t, 2H, J=5Hz), 1.17 (s. 6H). 

Example 434 

W-)2 . 5-d » hYdrO-9-(4^nxn-i^ntanovlQxvV10-me»thnxv-l/?4-t ri methv1-S. a 11y1-|pf. 

rnben7npvran nr3.4-flquinn1inft 

MS (APCI) m/z 462 (M+H)+; 

1H NMR (200 MHz, DMSO-d6) 6 7.78 (d, 1H), 6.77 (d, 1H), 6.59 (d, 1H), 6.57 (d, 
1H), 6.18 (s, 1H), 5.80-5.68 (m, 2H), 5.28 (s. 1H), 4.96 (dd, 1H). 4.92 (dd, 1H), 2.54 
(s, 2H), 2.79 (dd, 2H), 2.70 (dd, 2H), 2.41-2.16 (m, 2H), 2.10 (s, 2H), 2.09 (s, 2H), 
1.11 (s, 2H), 1.10 (s, 2H). 

Example 

2.5-dihYdrO-9-hvdroxv-10-ch1nrn-2.2.4-trim ftthvl. < ;-n4S-trintinmph < »nYn-1^. 

mbenzonvranon.4-flqiiinr>1inft 
1H NMR 5 9.20 (s, 1H), 7.91 (d, 1H, J=8.5Hz), 6.92 (m, 2H), 6.88 (m. 2H), 6.57 (d, 
1H, J=8.5Hz), 6.28 (m, 1H), 5.45 (m, 1H), 1.81 (s, 2H), 1.29 (s, 2H), 1.09 (s, 2H); 
mass spectrum (DCI) m/z: 458 (M + 1); Calcd for C25H19CIF2NO2: 457.1056. Found: 
457.1054. 

Example 436 

2.5-dihvdro-9-methvlthiomprhoxv-in.methnxv.2.2 4.tri me thvl-5-allvl-lH- 

nibenmpvranoH,4-flqHinoHne 
MS (DCI/NH3) m/z 424(M+H)+; 

1H NMR (400 MHz, DMSO-d6) 7.92(d. 1H), 6.88(d, 1H), 6.62(d, 1H), 6.60(d, 1H), 
6.20(s, 1H), 5.81(m, 1H), 5.74(dd, 1H), 5.45(s, 1H), 5.24(s, 1H), 5.02(d, 1H), 4.99(d, 
1H), 2.70(s, 2H), 2.45 (m. 2H), 2.22(s. 2H), 2.18(s, 2H), 1.18(s, 2H), 1.17(s, 2H). 

Example 437 

2.5-dihYdrO-9-f4-N.N-diethvlamino-4-oxo-pentanov1o X v>-lf)-m ethoxv-2 2 4.trimethvl-S- 
(2-nrPncnvn-1H-rilhenzonvranon.4-nguinn1ine 
1H NMR (400 MHz, DMSO-d6) 5 7.84 (d, J=8.5. 1H). 6.88 (d, J=8.9, 1H), 6.68- 
6.62 (m, 2H), 6.26 (br s, 1H), 5.85-5.77 (m, 2H), 5.45 (br s, 1H), 5.05-4.97 (m. 2H), 
3.60 (s, 3H), 3.34-3.21 (m, 4H). 2.65 (t, J=7.4, 2H), 2.45-2.41 (m. 3H), 2.27 (m, 1H), 
2.17 (s, 3H), 1.90 (m, 2H), 1.18 (s. 3H), 1.17 (s. 3H), 1.12 (t, J=7.0, 3H), 1.02 (t. 
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J=7.2, 3H); 13C NMR (100 MHz, DMSO-d6) 8 171.7, 170.3, 148.4, 147.9, 146.3, 
138.4, 134.0, 133.5. 132.1. 127.3, 126.1, 120.7, 118.2, 117.2, 116.2, 114.9, 113.8, 
112.6, 73.6, 59.9, 49.8, 41.2, 36.6, 32.7, 30.9, 29.3, 29.0. 23.8, 20.4, 14.2, 13.1; MS 
(ESI/NH2) m/e 533(M+H)+, 555(M+Na)+; Anal. Calcd for C22H40N2O5: C 72. 15, H 
7.57, N 5.26. Found: C 72.16, H 7.76, N 5.06. 

Examnle 418 
2 . frdihydro-9-(4-N . N-riim<nhvIamino-4-ox^ 

f2-nrf>PffnvlV 1 H-mbenzonvrannn 4-flgninnlinR 

1H NMR (400 MHz, DMSO-d6) 8 7.77 (d, J=8.5, 1H), 6.81 (d, J=8.9, 1H), 

6.61-6.56 (m. 2H). 6.19 (d, J=1.7, 1H), 5.80-5.70 (m. 2H), 5.28 (s. 1H), 4.98-4.90 (m, 

2H), 2.71 (s, 2H). 2.90 (s, 2H), 2.76 (s, 2H), 2.58 (t, J=7.4. 2H), 2.28-2.25 (m, 2H), 

2.20 (in, 1H), 2.10 (s, 2H), 1.84 (m, 2H). 1.11 (s, 2H), 1.10 (s. 2H); 13C NMR (100 

MHz, DMSO-d6) 8 171.7, 171.2. 148.4. 147.9. 146.2. 128.4, 124.1, 122.5. 122.1, 

127.2, 126.2, 120.7, 118.2, 117.2. 116.2, 114.9, 112.8, 112.6. 72.6. 59.9, 49.8. 26.6, 

24.8, 22.8. 21.2. 29.2. 29.0. 22.8, 20.2; MS (ESI/NH3) m/e 505(M+H)+. 527(M+Na)+; 

Anal. Calcd for C30H36N 2 O 5 :C 71.40. H 7.19, N 5.55. Found: C 71.20. H 7 19 N 
5.29. 

Examnlft4^Q 

2 . 5-dihvdrp-9-f4-N-PiPeridino-4-ox^ 

PronenvlVl H-nihenzonvrannn 4-flqninnlin* 
1H NMR (400 MHz, DMSO-d6) 8 7.78 (d. J=8.9, 1H), 6.81 (d, J=8.5, 1H). 6.61- 
6.55 (m, 2H), 6.19 (d, J=1.7, 1H), 5.80-5.70 (m, 2H), 5.28 (s, 1H). 4.98-4.90 (m. 2H), 
2.52 (s, 2H). 2.25 (m. 4H). 2.58 (t. J=7.2. 2H). 2.29-2.25 (m. 2H), 2.20 (m, 1H), 2.10 
(s, 2H), 1.82 (m, 2H), 1.51 (m, 2H), 1.42 (m. 2H). 1.26 (m. 2H). 1.11 (s, 2H), 1.10 (s. 
2H); 13C NMR (100 MHz, DMSO-d6) 8 171.7, 169.6, 148.4, 147.9, 146.2, 128.4, 
124.0. 122.5. 122.1. 127.2. 126.1, 120.7, 118.2. 117.2. 116.2. 114.9. 112.8. 112.6. 
72.6, 59.9, 49.8, 45.8. 41.9, 26.6. 22.8. ,21.2. 29.2. 29.0, 26.0. 25.2. 24.0, 22.8, 20.4; 
MS (ESI/NH3) m/e 545(M+H)+, 567(M+Na)+; Anal. Calcd for C33H40N2O5: C 72.77. H 
7.40, N 5.14. Found: C 72.50. H 7.42, N 4.99. 

Example 440 

2.5-dihYdro-9-(4-N-mornholino-4-oxo-nentnnnv1nTvVin- m( ».rhny V . 2.2.4-trimethv1-S-0- 
DronenvIV 1 H-M lhi»n?r>pvranr>n A-f |quinn1inf>. 
1H NMR (400 MHz, DMSO-d6) 8 7.77 (d, J=8.5. 1H). 6.81 (d. J=8.5. 1H). 
6.61-6.56 (m, 2H). 6.19 (s. 1H). 5.78-5.70 (m. 2H), 5.28 (s. 1H), 4.98-4.90 (m, 2H), 
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2.52 (s, 2H), 2.50 (m, 4H), 2.29 (t, J=4.7, 4H), 2.59 (t, J=7.4, 2H). 2.41-2.27 (m, 2H), 
2.20 (m, 1H), 2.10 (s. 2H), 1.82 (m, 2H). 1.11 (s. 2H), 1.10 (s, 2H); 13C NMR (100 
MHz, DMSO-d6)5 171.6, 170.2, 148.4, 147.9, 146.2. 128.4, 124.0, 122.5, 122.1, 
127.2, 126.1, 120.7, 118.2, 117.2. 116.2. 114.9, 112.8, 112.6, 72.6. 66.1. 60.0. 49.8. 
45.2, 41.4, 26.6, 22.7. 21.0, 29.2, 29.0, 22.8, 20.2; MS (ESI/NH3) m/e 547(M+H)+, 
569(M+Na)+; Anal. Calcd for C32H38N2O6: C 70.21, H 7.01, N 5.12. Found: C 69.99, 
H 7.06, N 4.91. 

Example 441 
(-) 2.5-dihvdro-9-f4-N.N-dimethvlamin^ 

5(SV(3fSV1 -CVClonentfln-^-vn-1 H-rnhpnTonvranon 
MS (APCI) mlz 517 (M+H)+; 

1H NMR (200 MHz, DMSO-d6) 8 7.94 (d, 1H). 6.84 (d, 1H). 6.69 (d, 1H). 6.67 (d, 
1H), 6.22 (s, 1H), 5.75 (dd, 1H). 5.52 (d, 1H), 5.42 (s, 1H). 5.17 (dd, 1H), 2.62 (s, 
2H), 2.99 (s, 2H). 2.90-2.85 (m. 1H). 2.84 (s. 2H). 2.80 (t, 2H), 2.68 (t, 2H), 2.29-2.21 
(m, 1H), 2.25-2.12 (m. 1H). 2.08 (s. 2H), 1.92-1.74 (m. 2H), 1.20 (s, 2H), 1.08 (s, 
2H). 

Example 442 
l Q-msthoxv-9-fallYlaminocarhonvnox^^ 

mbenzonvranon.4-nqiiinn1ine 
MS (DCI/NH3) 464 (M+NH4)+, 447 (M+H)+. 264. 

1H NMR (200 MHz. DMSO-d6). 6 7.96 (t. J=5.9 Hz. 1 H), 7.86 (d. J=8.5 Hz, 1 H), 
6.86 (d, J=8.5 Hz. 1 H). 6.62 (d. J=8.5 Hz. 2 H), 6.28 (d, J=1.5 Hz, 1 H), 5.90-5.76 
(m, 2 H), 5.45 (br s, 1 H), 5.27-4.97 (m, 4 H), 2.71 (m, 1 H), 2.64 (s, 2 H), 2.41-2.22 
(m, 2 H). 2.17 (d, J-1.5 Hz. 2 H), 1.18 (s. 2 H), 1.17 (s, 2 H); 

Anal, calcd for C27H20N2O4 . 0.25 H20: C, 71.89; H, 6.81; N, 6.21. Found: C, 72.18; 
H. 7.08; N, 5.98. 

Example 443 

lQ-meth0XY-9-(cvcl0hRXVlaminocarhonvlVoxv-5 - n-nrnnenvn-2.2.4-trin 1 pthvl-1H-2.5- 
dihvdro-rnhenzopvranon.4-f1t]iiinnlinp 
MS (DCI/NH3) 506 (M+NH4)+, 489 (M+H)+, 264. 

1H NMR (200 MHz. DMSO-d6), 8 7.86 (d J=8.8 Hz, 1 H), 7.67 (d, J=7.8 Hz, 1 H), 
6.84 (d, J=8.8 Hz, 1 H). 6.62 (d, J=8.8 Hz, 1 H). 6.61 (d, J=8.8 Hz. 1 H). 6.25 (d. 
J-1.0 Hz, 1 H). 5.90-5.76 (m. 2 H), 5.45 (br s. 1 H). 5.04 (dd. J=10.2. 1.8 Hz, I H). 
4.99 (dd, J=17.2. 1.8 Hz, 1 H). 4.02 (br s, 1 H). 2.62 (s. 2 H), 2.20-2.22 (m, 2 H), 2.17 
(d, J-1.0 Hz, 2 H), 1.86-1.52 (m. 5 H). 1.21-1.22 (m, 5 H). 1.18 (s, 2 H). 1.17 (s, 2 H); 
HRMS calcd for C20H26N2O4 is 488.2675. Found 488.2670. 
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Example AAA. 

2 . 5-dihvriro-9-hvdroxv -i{Vmethoxv-2 . ? . ^ 

flquinoline 

l H NMR (300 MHz, DMSO-de) 8 8.57 (s, 1H), 7.91 (<!, J = 9 Hz, 1H), 7.35 (dd. / = 5, 5 
Hz, 1H). 6.99 (d, J = 5 Hz, 1H), 6.92 (s, 1H), 6.68 (d, / = 9 Hz, 1H), 6.64 (s, 1H), 6.44 
(d, J = 9 Hz, 1H), 6.34 (d. J = 9 Hz, 1H), 6.21 (s, 1H), 5.38 (s, 1H), 3.57 (s, 3H), 1.87 
(s, 3H), 1.23 (s, 3H), 1.13 (s, 3H); *3 C NMR (125 MHz, DMSO-de) 5 183.2, 182.4, 

181.4, 181.1. 170.3, 168.8, 165.3, 165.2, 164.1, 163.9, 163.5, 163.4, 162.6, 155.8, 
154.7. 151.6, 149.6, 108.9, 96.6, 87.3, 67.3, 66.0, 60.6; MS (DCI/NH3) (M+H)+406. 

Example 445 

2.5-dUlYdrO-9-hYdroXV-10-methoxv-2.2.4.trimethv;-5-r4-rflnnm phenvnmpfhvn-1H. 

rilbenzonvranon.4-flquinn1ine 
*H NMR (300 MHz, DMSO-cfc) 5 8.47 (s, 1H), 7.94 (d, J = 8 Hz, 1H), 7.33-7.31 (in, 
1H), 7.13-7.04 (m, 3H), 6.62 (dd, J = 9, 8 Hz, 2H), 6.41 (d, J = 9 Hz, 1H), 6.41 (s, 
1H), 5.82 (dd, /= 10, 9 Hz, 1H), 5.40 (s. 1H), 3.69 (s, 3H), 3.01-2.93 (m, 1H), 2.81- 
2.76 (m, 1H), 2.20 (s, 1H), 1.15 (s, 3H), 1.13 (s, 3H); 13 C NMR (75 MHz, DMSO-de) 5 

162.5, 159.2, 145.8, 145.1, 144.0, 142.8, 134.1, 133.4, 132.2, 130.8, 130.7, 127.4, 
126.4, 117.9, 116.4, 116.2, 115.0, 114.7. 114.4, 113.8, 112.5, 74.4, 59.5, 49.7, 37.1, 
29.2. 29.0. 24.3; MS calc'd for C27H26O3NF: m/e 431.1897, found 431.1905 L Analysis 
calc'd for C27H26O3NF 0.30 H 2 0: C, 74.23; H, 6.14; N, 3.21; found: C, 74.16; H, 
6.44; N, 2.96. 
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It 



or a pharmaceutically acceptable salt or prodrug thereof, where 
Rl is -Li-Ra where Li is selected from 

(1) a covalent bond, 

(2) -O-, 

(3) -S(0) r where t is 0, 1, or 2, 

(4) -C(X)-, 

(5) -NR7- where R7 is selected from 

(a) hydrogen, 

(b) aryl 

(c) cycloalkyl of three to twelve carbons, 

(d) alkanoyl where the alkyl part is one to twelve carbons, 

(e) alkoxycarbonyl where the alkyl part is one to twelve carbons, 

(f) alkoxycarbonyl where the alkyl part is one to twelve carbons and is 
substituted by 1 or 2 aryl groups, 

(g) alkyl of one to twelve carbons, 

(h) alkyl of one to twelve carbons substituted with 1 or 2 substituents 
independently selected from 

(i) aryl and 

(ii) cycloalkyl of three to twelve carbons, 

(i) alkenyl of three to twelve carbons, 

provided that a carbon of a carbon-carbon double bond is not 
attached directly to nitrogen, 
(j) alkynyl of three to twelve carbons, 

provided that a carbon of a carbon-carbon triple bond is not 
attached directly to nitrogen, 

(6) -NRgC(X)NR 9 - where X is O or S and Rg and R9 are independendy 
selected from 
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(a) hydrogen, 

(b) aryl, 

(c) cycloalkyl of three to twelve carbons, 

(d) alkyl of one to twelve carbons, 

(e) alkyl of one to twelve carbons substituted with 1 or 2 substituents 
independendy selected from aryl or cycloalkyl of three to twelve 
carbons, 

(0 alkenyl of three to twelve carbons, 

provided that a carbon of a carbon-carbon double bond is not 

attached directly to nitrogen, 
(g) alkynyl of three to twelve carbons, 

provided that a carbon of a carbon-carbon triple bond is not 

attached directly to nitrogen, 

(7) -X'C(X)- where X is previously defined and X' is O or S, 

(8) -C(X)X'-, 

(9) -X , C(X)X U - where X and X* are previously defined and X" is 
Oor S, 

provided that when X is O, at least one of X 1 or X" is O, 

(10) -NR 8 C(XH 

(11) -C(X)NR 8 -, 

(12) -NR 8 C(X)X\ 

(13) -X'C(X)NR 8 -, 

(14) -S02NR 8 -, 

(15) -NR 8 S0 2 -, and 

(16) -NR 8 S02NR9- 

where (6)-(16) are drawn with their right ends attached to Ra and 
Ra is selected from 

(1) -OH, 

(2) -OG where G is a -OH protecting group, 

(3) -SH, 

(4) -CO2R20 where R20 is hydrogen or alkyl of one to twelve cartons, 

(5) alkoxylcarbonyl, 

(6) -CN, 

(7) halo, 

(8) haloalkoxy of one to twelve carbons, 

(9) perfluoroalkoxy of one to twelve carbons, 

(10) -CHO, 
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70 (1 1) -NR7R7 where R7 is defined previously and R7 is selected from 

(a) hydrogen, 

(b) aryl. 

(c) cycloalkyl of three to twelve carbons, 

(d) alkanoyl where the alkyl part is one to twelve carbons, 

75 (e) alkoxycarbonyl where the alkyl part is one to twelve carbons, 

(f) alkoxycarbonyl where the alkyl part is one to twelve carbons and is 
substituted by 1 or 2 aryl groups, 

(g) alkyl of one to twelve carbons, 

(h) alkyl of one to twelve carbons substituted with 1 or 2 substituents 
80 independently selected from 

(i) aryl and 

(ii) cycloalkyl of three to twelve carbons, 

(i) alkenyl of three to twelve carbons, 

provided that a carbon of a carbon-carbon double bond is not 
85 attached directly to nitrogen, 

(j) alkynyl of three to twelve carbons, 

provided that a carbon of a carbon-carbon triple bond is not 
attached directly to nitrogen, 
(12) -C(X)NR 8 R 9 , 
90 (13) -OSO2R11 where Rn is selected from 

(a) aryl, 

(b) cycloalkyl of three to twelve carbons, 

(c) alkyl of one to twelve carbons, 

(d) alkyl of one to twelve carbons substituted with 1, 2, 3, or 4 halo 
95 substituents, and 

(e) perfluoroalkyl of one to twelve carbons, 

(14) alkyl of one to twelve carbons, 

(15) alkenyl of two to twelve carbons, 

provided that a carbon of a carbon-carbon double bond is not attached 
100 directly to Li when Li is other than a covalent bond, 

(16) alkynyl of two to twelve carbons, 

provided that a carbon of a carbon-carbon triple bond is not attached 
direcdy to Li when Li is other than a covalent bond, 
where (14), (15), and (16) can be optionally substituted with 1, 2, or 3 substituents 
105 independently selected from 

(a) alkoxy of one to twelve carbons, 
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(b) -OH, 

provided that no two -OH groups are attached to the same carbon, 

(c) -SH, 

1 10 (d) thioalkoxy of one to twelve carbons, 

provided that no two -SH groups are attached to the same carbon, 

(e) -CN, 

(f) halo, 

(g) -CHO, 
115 (h) -NO2, 

(i) haloalkoxy of one to twelve carbons, 
(j) perfluoroalkoxy of one to twelve carbons, 
(k) -NR 7 Rr, 
(1) =NNR 7 R 7 \ 

120 (m) -NR7NR7'R7* where R7 and R7 are defined previously and 

R7 w is selected from 

(i) hydrogen, 

(ii) aryl, 

(iii) cycloalkyl of three to twelve carbons, 

125 (vi) alkanoyl where the alkyl part is one to twelve carbons, 

(v) alkoxycarbonyl where the alkyl part is one to twelve 
carbons, 

(vi) alkoxycarbonyl where the alkyl part is one to twelve 
carbons substituted by 1 or 2 aryl groups, 

130 (vii) alkyl of one to twelve carbons, 

(viii) alkyl of one to twelve carbons substituted with 1 or 2 
substituents independently selected from aryl or 
cycloalkyl of three to twelve carbons, 

(ix) alkenyl of three to twelve carbons, 

135 provided that a carbon-carbon double bond is not attached 

directly to nitrogen, and 

(x) alkynyl of three to twelve carbons, 

provided that a carbon-carbon triple bond is not attached 
directly to nitrogen, 
140 (n) -CO2R10 where Rio is selected from 

(i) aryl, 

(ii) aryl substituted with 1, 2, or 3 alkyl of one to twelve carbon 
substituents, 
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(ii) cycloalkyl of three to twelve carbons, 
145 (iii) alkyl of one to twelve carbons, and 

(iv) alkyl of one to twelve carbons substituted with aryl or 
cycloalkyl of three to twelve carbons, 
(o) -C(X)NR 8 R 9 , 
(p) =N-ORio, 
150 (q) =NRio, 

(r) -S(0)tRio, 
(s) -X'C(X)R 10 , 
(t) (=X), and 
(u) -OSO2R11, 
155 (17) cycloalkyl of three to twelve carbons, 

(18) cycloalkenyl of four to twelve carbons, 

provided that a carbon of a carbon-carbon double bond is not attached 
directly to Li when Li is other than a covalent bond, 
where (17) and (18) can be optionally substituted with 1, 2, 3, or 4 substituents 
160 independently selected from 

(a) alkyl of one to twelve carbons, 

(b) aryl, 

(c) alkoxy of one to twelve carbons, 

(d) halo, 

165 (e) alkoxycarbonyl where the alkyl group is one to twelve carbons, and 

(f) -OH, - 

provided that no two -OH groups are attached to the same carbon, 

(19) perfluoroalkyl of one to twelve carbons, 

(20) aryl, and 
170 (21) heterocycle 

where (20) and (21) can be optionally substituted with 1, 2, 3, 4, or 5 substituents 
independently selected from 

(a) alkyl of one to twelve carbons, 

(b) alkanoyloxy where the alkyl part is one to twelve carbons, 
175 (c) alkoxycarbonyl where the alkyl part is one to twelve carbons, 

(d) alkoxy of one to twelve carbons, 

(e) halo, 
(0 -OH, 

provided that no two -OH groups are attached to the same carbon, 
180 (g) thioalkoxy of one to twelve carbons, 
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(h) perfluoroalkyl of one to twelve carbons, 

(i) -NR 7 R 7 \ 
(j) -CO2R10, 

(k) -OS02Rll,and 
185 (1) (=X); 

R2, R3. and R4 are independently hydrogen or Ri; or 

Rl and R 2 together are -X*-Y*-Z*- where X* is -O- or -CH 2 -, Y* is -C(O)- or 
190 -(C(Ri2)(Ri3))v - where R12 and R13 are independendy hydrogen or alkyl of one to 

twelve carbons and v is 1, 2, or 3, and Z* is selected from -CH2-, -CH 2 S(0) r * 
-CH 2 0, -CH 2 NR 7 -, -NR7-, and -O-; 

L2 is selected from 
195 ( 1 ) a covalent bond, 

(2) alkylene of one to twelve carbons, 

(3) alkylene of one to twelve carbons substituted with 1 or 2 substituents 
independently selected from 

(a) spiroalkyl of three to eight carbon atoms, 
200 (b) spiroalkenyl of Five or eight carbon atoms, 

(c) oxo, 

(d) halo, and 

(e) -OH, 

provided that no two -OH groups are attached to the same carbon, 
205 (4) alkynylene of two to twelve carbons, 

(5) -NR7-, 

(6) -C(X)-, 

(7) -O-, and 

(8) -S(0) r ; and 

210 

R5 is selected from 

(1) halo, 

(2) hydrogen, 

(3) -C(=NR 7 )ORi 0 , 
215 (4) -CN, 

provided that when R5 is (1), (2), or (3), L2 is a covalent bond, 
(5) alkyl of one to twelve carbons, 
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(6) alkynyl two to twelve carbons, 

provided that a carbon of a carbon-carbon triple bond is not attached directly 
220 to L-3 when L3 is other than a covalent bond, 

(7) cycloalkyl of three to twelve carbons, 

(8) heterocycle, 

(9) aryl 

where (5)-(9) can be optionally substituted with 1, 2, 3, 4, or 5 substituents 
225 independently selected from 

(a) -OH, 

provided that no two -OH groups are attached to the same carbon, 

(b) -SH, 

provided that no two -SH groups are attached to the same carbon, 
230 (c) -CN, 

(d) halo, 

(e) -CHO, 
(0 -N0 2 . 

(g) haloalkoxy of one to twelve carbons, 
235 (h) perfluoroalkoxy of one to twelve carbons, 

(i) -NRffRp' where Rp and R9' are selected from 

(i) hydrogen, 

(ii) alkanoyl where the alkyl part is one to twelve carbons, 

(iii) alkoxycarbonyl where the alkyl part is one to twelve carbons, 
240 (iv) alkoxycarbonyl where the alkyl part is one to twelve carbons 

and is substituted with 1 or 2 phenyl substituents, 

(v) cycloalkyl of three to twelve carbons, 

(vi) alkyl of one to twelve carbons, 

(vii) alkyl of one to twelve carbons substituted with 1, 2, or 3 
245 substituents independently selected from 

alkoxy of one to twelve carbons, 
cycloalkyl of three to twelve carbons, 
aryl, and 

alkoxycarbonyl where the alkyl group is one to twelve 
250 carbons, 

(viii) alkenyl of three to twelve carbons, 

provided that a carbon of a carbon-carbon double bond is 
not directly attached to nitrogen, 

(ix) alkynyl of three to twelve carbons, 
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provided that a carbon of a carbon-carbon triple bond is not 
directly attached to nitrogen, 

(x) -C(0)NRxRy where R x and Ry are independently selected 
from hydrogen and alkyl of one to twelve carbons, 

(xi) alkoxy of one to twelve carbons, 

(xii) aryl, and 

(xiii) aryl substituted with 1, 2, 3, 4, or 5 substituents 
independently selected from 

alkyl of one to twelve carbons, 

alkanoyloxy where the alkyl part is one to twelve carbons, 

alkoxycarbonyl where the alkyl part is one to twelve carbons, 

alkoxy of one to twelve carbons, 

halo, 

-OH 

provided that no two -OH groups are attached to the same 
carbon, 

thioalkoxy of one to twelve carbons, 

perfluoroalkyl of one to twelve carbons, 

-NR 7 Rr, 

-CO2R10, 

-OS02Rn,and 

(=X), or 

R8' and R9' together with the nitrogen atom to which they are 
attached form a ring selected from 



(i) 


aziridine, 


(ii) 


azetidine, 


(iii) 


pyrrolidine, 


(iv) 


piperidine, 


(v) 


pyrazine, 


(vi) 


morpholine, 


(vii) 


phthalimide, 


(viii) 


thiomorpholine, and 


(ix) 


thiomorpholine sulfone 



where (i)-(ix) can be optionally substituted with 1, 2, or 3 alkyl of 

one to twelve carbon substituents, 

=NNR 8 .R 9 ., 

-NR 7 NR 8 -R 9 ', 
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0) -CO2R8, 
(m) -C(X)NR 8 -R 9 % 
(n) =N-OR 8 , 
295 (o) =NR 8 , 

(p) -S(O) t Ri0, 
(q) -X'C(X)R 8 , 
(r) (=X), 

(s) -0-(CH2) q -Z-Rio where Rio is defined previously, q is 1, 2, or 3, 
300 and Z is O or -S(0) r . 

(t) -OC(X)NR 8 R 9 ', 
(u) -OSO2R11, 

(v) alkanoyloxy where the alkyl group is one to twelve carbons, 
(w) -LBR30 where Lb is selected from 
305 (i) a covalent bond, 

(ii) -O-, 

(iii) -S(0) r , and 

(iv) -C(X)- and 
R30 is selected from 

310 (i) alkyl of one to twelve carbons, 

(ii) alkenyl of one to twelve carbons, 

provided that a carbon of a carbon-carbon double bond is not 
attached directly to Lb when Lb is other than a covalent bond, 

(iii) alkynyl of one to twelve carbons, 

315 provided that a carbon of a carbon-carbon triple bond is not 

attached direcdy to Lb when Lb is other than a covalent bond, 
where (i), (ii), and (iii) can be optionally substituted with 
cycloalkyl of three to twelve carbons, 
-OH, 

320 provided that no two -OH groups are attached to the same 

carbon, 
halo, 

alkoxy of one to twelve carbons, 
thioalkoxy of one to twelve carbons, 
325 -NR 8 'R 9 ', 

-O-(CH 2 ) q -Z-Ri0, 

alkoxycarbonyl where the alkyl group is one to twelve 
carbons. 
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350 



alkanoyloxy where the alkyl group is one to twelve 
carbons, 

-NR7S(>2-(alkyl of one to twelve carbons), 
-OSC>2-(alkyl of one to twelve carbons), 
aryl, and 
heterocycle, 

(iv) aryl, 

(v) aryl substituted with 1, 2, 3, 4, or 5 substituents 
independently selected from 



alkyl of one to twelve carbons, 
halo, 

-NO2, and 
-OH, 

provided that no two -OH groups are attached to the 
same carbon, 



(vi) heterocycle, and 

(vii) heterocycle substituted with 1, 2, 3, 4, or 5 substituents 
independently selected from 



alkyl of one to twelve carbons, 
halo, 

-NO2. and 
-OH, 

provided that no two -OH groups are attached to the 
same carbon, 



(x) -X'C(X)X"R 10 , 

(y) -NHC(0)NHNH 2 , 

(z) alkenyl of two carbons, 

(aa) -C(=NR 7 )ORio, and 

(bb) -NR 7 (X)NR 8 'R 9 ', 



provided that when R5 is (9), L3 is other than -NR7- or -O-, 

where the carbon-carbon double bond is in the Z or E configuration, and 

Rl9» R20. and R21 are independently selected from 

(a) hydrogen, 

(b) halo. 




(10) 



R 



19 
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(c) alkoxycarbonyl where the alkyl group is of one to twelve carbons, 
365 (d) alkyl of one to twelve carbons, and 

(e) alkyl of one to twelve carbons substituted with 

(i) alkoxy of one to twelve carbons, 

(ii) -OH, 

provided that no two -OH groups are attached to the same 
370 carbon, 

(iii) -SH, 

provided that no two -SH groups are attached to the same 
carbon, 

(iv) -CN, 

375 (v) halo, 

(vi) -CHO, 

(vii) -N0 2 , 

(viii) haloalkoxy of one to twelve carbons, 

(ix) perfluoroalkoxy of one to twelve carbons, 
380 (x) -NR 8 -R 9 - 

(xi) =NNR 8 -R 9 \ 

(xii) -NR 7 NR 8 R 9 -, 

(xiii) -CO2R10, 

(xiv) -C(X)NR 8 'R 9 ., 
385 (xv) =N-ORio, 

(xvi) =NRio, 

(xvii) -S(O) t R 10 , 

(xviii) -X'C(X)Rio, 

(xix) (=X), 

390 (xx) -0-(CH 2 ) q -Z-Rio, 

(xxi) -OC(X)NR 8 -R 9 \ 

(xxii) -L B R30. 

(xxiii) alkanoyloxy where the alkyl group is one to twelve carbons, 

(xxiv) -OSO2R11, and 

395 (xxv) -NR 7 (X)NR 8 -R 9 % or 

R20 and R21 together are selected from 

(a) cycloalkyl of three to twelve carbon atoms, 

(b) cycloalkenyl of four to twelve carbon atoms, and 
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{ } 23 (allene) where R22 and R23 are independently 

hydrogen or alkyl of one to twelve carbons, and 
(11) cycloalkenyl of four to twelve carbons 

where the cycloalkenyl group or the ring formed by R20 and R21 together can be 
optionally substituted with one or two substituents independendy selected 





from 




405 


(a) 


alkoxy of one to twelve carbons, 




(b) 


-OH, 

provided that no two -OH groups are attached to the same carbon, 




(c) 


-SH. 

provided that no two -SH groups are attached to the same carbon, 


410 


(d) 


-CN, 




(e) 


halo, 




(f) 


-CHO, 




(g) 


-N0 2 , 




(h) 


haloalkoxy of one to twelve carbons, 


415 


(i) 


perfluoroalkoxy of one to twelve carbons, 




G) 


-NRg-Rg- 




00 


=NNR 8 'R9\ 




(1) 


-NR 7 NR 8 -R9\ 




(ra) 


-CO2R10, 


420 


(n) 


-C(X)NR 8 .R 9 ., 




(0) 


=N-ORi 0 , 




(P) 


=NRio, 




(q) 


-S(0) t Rio, 




(r) 


-X'C(X)R 10 , 


425 


(s) 


(=X), 




(0 


-O-(CH 2 ) q -Z-R 10 . 




(u) 


-OC(X)NR 8 R 9 ., 




(v) 


-LbR30» 




(w) 


alkanoyloxy where the alkyl group is one to twelve carbons, 


430 


(x) 


-OSO2R11, and 




(y) 


-NR7(X)NR 8 -R 9 s 



R« is hydrogen or alkyl of one to twelve carbon atoms; or 
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435 -L2-R5 and R& together are selected from 

(1) =0, 

£»« 

(2) T where 5 is 1, 2, 3, or 4 and A is selected from 

(a) -CH 2 -, 

(b) -O-, 

440 (c) -S(0) t , and 

(d) -NR 7 - t and 

^26 

(3) 26 where the carbon-carbon double bond can be in the E or Z 
configuration and R 2 6 and R 26 » are independently selected from 

445 (a) hydrogen, 

(b) alkenyl of three to twelve carbons, 

(c) aryl, 

(d) heterocycle, 

(e) alkyi of one to twelve carbons, 

450 (f) cycloalkyl of three to twelve carbons, 

(g) cycloalkenyl of four to twelve carbons, and 

(h) cycloalkenyl of four to twelve carbons where (a)-(f) can be 
optionally substituted with 1, 2, 3, 4, or 5 substituents 
independently selected from 

455 (i) alkoxy of one to twelve carbons, 

(a) -OH, 

provided that no two -OH groups are attached to the same 
carbon, 

(iii) -SH, 

460 provided that no two -SH groups are attached to the same 

carbon, 

(iv) -CN, 

(v) halo, 

(vi) -CHO, 
465 (vii) -N0 2 , 

(viii) haloalkoxy of one to twelve carbons, 

(ix) perfluoroalkoxy of one to twelve carbons, 
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(x) 






(xi) 


=NNRg'R9», 


470 


(xii) 


-NR7NR8 ( R9», 




(xiii) 


-CO2R10, 




(xiv) 


-COCjNRa'Ro', 




(xv) 


=N-ORio, 




(xvi) 


=NRm, 


475 


(xvii) 


-S(0)rRm. 




(xviii) 


-X , C(X)Rio, 




(xix) 


(=X), 




(xx) 


-0-(CH2)a-Z-Rio, 


• 


(xxi) 


•OC(X)NR8»R 9 s 


480 


fxxii) 

V ******* 






(xxiii) 


alkanoyloxy where the alkyl group is one to twelve carbons. 




(xxiii) 


-OSO2R11, and 




(xxiv) 


-NR7(X)NR8•R9•; 



485 Ri6 and R\& are independendy hydrogen or alkyl of one to six carbons; or 

Rl6 and R16 1 together are alkenyl of two carbons; 

a broken line represents the optional presence of a double bond, 
provided that when Ri6 and Ri6» together are alkenyl of two carbons, the double 
490 bond is not present; 



Y is selected from carbon, nitrogen, and N + (=0-); 

R17 is absent or hydrogen or alkyl of one to six carbons, 
495 provided that when the double bond is present, and Y is nitrogen or N + (=0), 

R17 is absent; and 

Rl8 and Rig* are independendy hydrogen or alkyl of one to six carbons; or 
Rl8 and Ri8» together are a cycloheteroalkyl ring or a cycloalkyl ring of three to 
500 eight carbons. 

2. A compound according to Claim 1 of Formula II 
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or a pharmaceutical^ acceptable salt or prodrug thereof, where 
Rit R2» R3, R4» Rs, R6, and L2, are defined above. 

3. A compound according to Claim 2 where R\ is -Li-Ra. Li is -O- or -S-, and R A is 
alkyl of one to twelve carbons that can be optionally substituted, or Rj and R2 
together are -X*-Y*-Z*-. 



4. A compound according to Claim 3 selected from 

2,5-dihydro- 10-methoxy-2,2,4-trimethyl-5-phenyl- lH-[ l]benzopyrano[3,4- 
fjquinoline 1 H- [ 1 ] benzopy rano [3 ,4-f] quinoline, 

2,5-dihydro- 10-methoxy-2 f 2,4-trimethyl-5-(2-propenyl> lH-[ l]benzopyrano[3,4- 
fjquinoline, 

10-(difluoromethoxy)-2,5-dihydro-2,2,4-trimethyl-5-(2-propenyl)-lH- 

[l]benzopyrano[3,4-f]quinoline, 

10-ethoxy-2,5-dihydro-2,2,4-trimeA^^ 

fjquinoline, 

5-(3-bromo-5-methylphenyl)-2,5-dihydro- 10-methoxy-2,2,4-trimethyl- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

3-(2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH-[l]benzopyrano[3,4-qquinoUn-5- 
yl)phenol,acetate (ester), 

3-(2,5-dihydro-10-methoxy-2,2^trimethyM^ 
yl)phenol, 

2,5-dihydro-10-methoxy-2,2,4-trimethyl-5-[^ 
[l]benzopyrano[3,4-f]quinoline, 

[3-(2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH-[l]benzopyrano[3,4-£]quinoUn-5 
yl)phenyl] dimethylcarbamate, 

5-[3-(2-furanyl)-5-methylphenyl].2,5-dihydro-10-methoxy-2,2,4-trimethyl 
1 H-[ 1 ]benzopyrano[3,4- fjquinoline, 

2,5-dihydro- 10-methoxy-2,2,4-trimethyl-5-[3-methyl-5-( 1 -morpholinyl)phenyl]- 
lH-[l]benzopyrano[3,4- fjquinoline, 
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2,5-dihydro- 10-methoxy-2,2,4-trimethyl-5-(phenylmethylene)- 1H- 
[ l]benzopyrano[3,4-flquinoline, 

5-(3,5-dichlorophenyl)-2,5-dihydro- 10-methoxy-2,2,4-trimethyl- 1 H- 
[ l]benzopyrano[3,4-flquinoline, 
5-butyi-2,5-dihydro-10-methoxy-2,2,4-ri^ 
f]quinoline, 

2,5-dihydro- 10-methoxy-2,2,4-trimethyl-5-[3-(trifluoromethyi)phenyl]- 1H- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5^ydro-10-methoxy-5K4-methoxyphenyl)-2 f 2 t 4-trimethyl-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

5-(3-chIorophenyl)-2,5-dihydro- 10-methoxy-2,2 t 4-trimethy 1- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 1 0-methoxy-2 t 2,4-lrimethyl-5-(3-methylphenyl)- 1 H- 

[l]benzopyrano[3,4-f]quinoline, 

(±>2 t 5-dihydro-10-methoxy-2,2,4-trime^ 

fjquinoline, 

(± >2,5-dihydro-10-methoxy-2,2,4-trimethyl-5-phenyI-lH-[l]benzopyrano[3,4- 
fjquinoline, 

5-(3,5-dimethyIphenyl)-2,5-dihydro- 10-methoxy-2,2,4-trimethyl- 1 H- 
[l]benzopyrano[3,4-f]quinoline, - 
5-(4-chlorophenyl)-2, 5-dihydro- 10-methoxy-2, 2,4-trimethyl- 1 H- 
[l]benzopyrano[3,4-f]quinoline, 
5-(3,4-dimethylphenyl)-2,5-dihydro-10-m^ 
[l]benzopyrano[3,4-f]quinoline, 

5-(4-fluorophenyl)-2,5-dihydro-10-methoxy-2,2,4-irimethyl-lH- 
[l]benzopyrano[3,4-f]quinoline, 
5-[3,5-bis(trifluoromethyl)phenyl]-2,^^^ 
[l]benzopyrano[3,4-f]quinoline, 

(-)-5-(3,5-dichlorophenyl)-2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4-f]quinoline, 

(+)-5-(3,5-dichlorophenyl)-2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH- 
[l]benzopynmo[3,4-f]quinoline, 

5-(3,5-difluorophenyl)-2,5-dihydro- 10-methoxy-2,2,4-trimethyl- 1H- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-2,2 f 4,N-ietramethyl-N-phenyl-lH-[l]benzopyrano[3,4- 
f]quinolin-5-amine, 

(-)2,5-dihydro-10-meihoxy-2,2,4-trimethyl-5-(2-propenyl)-lH- 
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[ 1 ]benzopyrano[3,4-f|quinoline t 
(+^2,5-dihydro-l^^ 

[l]benzopyrano[3 t 4-f]quinoline, 
yl>N,N-dimethylbenzenamine, 

2,5-dihydro-10-methoxy-2,2,4-trimethyl-5-(5.methoxy-2-thienyl)-lH- 
[ l]benzopytano[3,4-f)quinoline, 

2,5-dihydro-10.raethoxy-2^,4-trimethyl-5-(5-propyl-2-thienyl)-lH- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-2,2,4-trimethyl-5-[4-(l-morpholinyl)phenyl]-lH- 
[l]benzopyrano[3,4-fIquinoline, 

^.S-dihydro-lO-methoxy-^-trime^ 

5-yl)-3,3-dimethyl-2-butanone, 

2 '5-dihydro-10-methoxy-2,2.4-trime^^ 
carbonitrile, 

1- (2,5-dihydro-10-methoxy-2,2.4-trimethyl-lH-[l]ben Z opyrano[3.4-flquinolin 
5-yl)-2-propanone, 

raethyl-2.5-dihydro-10-methoxy-2,2,4-trimethyl-lH-[l]ben Z opyrano[3.4- 
f]quinoline-5-acetate t 

2- (2,5-dihydro-10-methoxy-2.2,4-trim e thyI-lH-[l]benzop yra no[3,4-f]quinolin- 
5-yl)- 1-phenylethanone, 

5-[2-(chloromethyl)-2-p ro penyl]-2,5-dihyd ro -10-methoxy-2,2.4-triniethyl- 
lH-[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-2,2,4.trimethyK-methylene-lH-[l]benzopy ra no[3,4- 
f]quinoline-5-propanol, acetate (ester), 

2,5-dihydro-10-methoxy-2,2,4-trimethyl-5-(4-methylphenyl)-lH- 
[l]benzopyrano[3,4-f]quinoline, 

5-(3-fluoro^raethyl p h e nyl)-2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH- 
[ 1 ]benzopyrano[3,4-f]quinoline, 

5-(3-bromophenyl)-2,5-dihydro-10-tnethoxy-2,2,4-trimethyl-lH- 
[ 1 ]benzopyrano[3,4-f]quinoline, 

2.5-dihydro- 10-methoxy-2,2.4-trimethyI-5-(phenylraethyl)- 1H- 
[l]benzopyrano[3,4-f!quinoline, 

2,5-dihydro-10-methoxy-2,2 < 4-trimethyl-5-propyl-lH-[l]benzopyrano[3,4- 
flquinoline. 
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5-(4-fluo ro phenyI)-2,5-dihydro-10.methoxy-2,2,4-trimethyl-lH- 
[lJbenzopyrano[3,4-f]quinoline, 

5-(3-fluorophenyl)-2^-dihydro- 10-methoxy-2,2,4-trimethyl- 1H- 

[ l]benzopyrano[3,4-f]quinoline, 

2.5-dihydro-l^ 

2,5-dihydro-10-methoxy-2,2,4-tri m ethyl-5-(l-methylethyl)-lH- 
[l]benzopyranof3,4-f]quinoline, 

2,5^ihy<lro-10-methoxy-2,2,4-triraethyl-5-(2-methylpropyl).lH- 
[l]benzopyrano[3,4-f|quinoline, 

5-ethyl-2,5^ihydro-10-raethoxy-2,2Atri m ethyl-lH-[l]benzopyrano[3 4^ 
fjquinoline, 

2,5^ihydro-10. m ethoxy-2.2.4-trimethyl-lH-[l]benzopyrano[3.4-f]q^^ 
carboximidic acid ethyl ester, 

2,5-dihydro-10-methoxy-2,2,4-trimethyl-(- m ethylene lH-[l]benzopyranor3 4- 
f]quinoline-5-propanol, 

2,5-dihydro-10-methoxy-2,2,4,N t N.pentamethyI.lH^ 
f]quinoline-5-acetamide, 

2,5-dihydrc^I0-m e thoxy.2,2AN,N- P entamethyl-lH-[l]benzopyrano[3 4- 
f]quinoline-5-ethanamine, 

N^yclo P ropyl-2,5-dihydro-10- m ethoxy-2,2,4-trimethyl-lH-[l]ben^^ 
f]quinoline-5-acetamide, 

^5-dihydro-10.m e thoxy-2,2,4-trimethyI-5K2-propy„yl)-lH-[l]ben^ 
flquinobne, 

yl)-2(5H)-furanone, 

5 -(3-b"*nyl)-2,5^ 

fjquinoline, 

2.5^ihydro-10-meihoxy-2,2Atrimethyl-lH-[l]benzo P yrano[3,4-f]quinoline-5- 
propanol, 

5-(3,5-dichlorophenyI)-10-ethoxy-2,5-dihydro-2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4-fjquinoline, 

10-(bromodifluoromethoxy)-2,5-dihy ro -2,2,4-trimethyl-5-(2-propenyl)-lH- 
[ l]benzopyrano[3.4-f]quinoUne, 

[H2,5-dihydro-10-m^^ 

yljphenyl] methylcarbonate, 

2,5-dihydro-10- m ethoxy-5-(3-methoxyphenyl)-2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4-f]quinoline. 
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2,5-dihydro-10-methoxy-2,2,4-trimethyl-5-[3-(2-propenyloxy)phenyl]-lH- 
[l]benzopyrano[3,4-f]quinoline, 

2.5-dihydro-10-methoxy-2^,4-trimethyl-5-[3-(phenylmethoxy)phenyl]-lH- 
[ 1 Jbenzopyrano[3.4-f]quinoline, 

5-[3Kcyclopropylmethoxy)phenyl]-2,5Kiihyd ro -l{)-raethoxy-2,2.4-triniethyl- 
1H-[1 ]benzopyrano[3,4-f]quinoline, 

2.5-dihydro-10-methoxy-2,2,4-^^ 
lH-[l]benzopyrano[3,4-f]quinoline, 

5-(3-hexyloxyphenyl)-2^-dihytiro-10-methoxy-2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4-f]quinoUne, 

5-[3K2,4-dinitrophenoxy)phenyl]-2.5-dihydro-10-methoxy-2,2,4-trimethyl- 
lH-[l]benzopyrano[3,4-f)quinoline, 

2,5-dihydro-10- m eihoxy-2,2,4-triraethyl-5-[3-(2- P ropynyloxy) P henyl]-lH- 
[l]benzopyrano[3,4-fjquinoline, 

3- (2,5-dihydro-10-methoxy.2,2,4-trimethyl-lH-[l]ben 2 opyrano[3,4-flquinoUn- 
5-yl)phenol-4-methylbenzenesulfonate (ester), 

4K2,5-dihydro.lO-methoxy.2,2,4-trimethyl-lH-[l]benzopyrano[3,4-f|quinoUn- 
5-yl)phenolacetate (ester), 

4- (2,5-dihydro-10-methoxy.2,2,4-trimethyl-lH-[l]benzopyrano[3,4-£]quinolin- 

5- yl)phenol, 

2,5-dihydro-10-methoxy-2,2,4-trimethyl.5-[[4.(methylthio)methoxy]phenyl]- 
1 H-[ 1 ]benzopyrano[3,4-f]quinoline, 

[4-(2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH.[l]benzopyrano[3,4-f]quinoUn 
5-yl)phenyl] dimethylcarbamate, 

2.5-dihydro-10-methoxy-2,2,4-trimethyl-5.[4-(phenylmethoxy) P henyl]-lH- 
[l]benzopyrano[3,4-f]quinoline, 

2.5-dihydro-10-methoxy-2,2,4.trimethyl-5-[3-(rnethoxyraethoxy)phenyl]-lH- 
[l]benzopyrano[3,4-f]quinoline, 

[(2,5-dihydro-10- m ethoxy-2,2,4-trimethyl-lH-[l]benzo P yrano[3,4-flquinolin-5- 
yDphenyl] 1-morpholinecarboxylate, 

2,5-dihydro-10-methoxy-2,2.4.u™ethyI-5-[3-[(methylsulfinyl)methoxy] P henyl]- 
lH-[ 1 ]benzopyrano[3,4-i]quinoline, 

0-[3-(2,5-dihydro- 10-raethoxy-2.2,4-trimethyl- lH-[ 1 ]benzopyrano[3.4- 
f]quinoIin-5-yl)phenyl] ester, 

2,5-dihydro- 10-methoxy-2,2,4-triraethyl-5.[3-(methylthio)phenyl]- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

O-[3-(2.5-dihydro-10-methoxy-2,2,4-trimethyHH-[l]benzopyrano[3,4- 
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f]quinolin-5-yl)phenyl] methylcarbonothioate, 
[3-(2,5-dihydro- 

5-yl)phenyl] trifluoromethanesulfonate, 
5-[3-(4^-dihydro^,4-dimethyl-2-o^ 
2,2,4-trimethyl-lH-[l]benzopyrano[3,4-f]quinoline, 
ethyl 3-(2>dihydro-10-methoxy-2,2,4-rt^ 
flquinolin-5-yl)benzoate, 

3-(2>dihydKHlO-methoxy-2,2,4-trimethyl-lH-[l]benzopyi^^ 
yl)benzoic acid, 

2,5-dihydro- 10-raethoxy^ 

1 H-[ 1 Jbenzopy rano[3 ,4-f] quinoline, 

l-[3-(2,5-dihydro-10-methoxy-2,2/i-m^^ 

5-yl)-5-methylphenyl]ethanone, 

3^2,5-dihydro-10-me*oxy-2,2,4-m 

yl)-5-trimethylbenzenemethanol , 

5-[3-(2-furanyl)phenyl]-2,5-dihydro- 10-methoxy-2,2,4-trimethyl- 1 H- 

[l]benzopyrano[3,4-f]quinoline t 

2,5-dihydro-10-methoxy-2,2Atrime^^ 

yl)phenyI]-lH-[l]benzopyrano[3,4-f]quinoline, 

3^2,5-dihydro- 10-methoxy-2,^^ 

S-methyO-S.N-dimethylbenzenamine, 

3^2,5-dihydro-10-methoxy-2.2^trime^^ 

yl)-5-methyl-N-(2-propenyl)benzamide t 

3<2,5-dihydro-10-methoxy-2,2Atr^ 

5-yl)-N-(2-methoxyethyl)-5-methylbenzenamine, 

3-(2,5-dihydro-10-methoxy-2,2^trim^ 

5-yl)-N-(2-propenyl)benzenamine, 

N , -[3-(2,5-dihydro-10-methoxy-2,2Atrimethyl-lH-[l]benzopyrano[3,4- 

f]quinolin-5-yl)-5-methylphenyl]-N,N-dimethylurea, 

N-[3-(2 ,5-dihydro- 1 0-methoxy-2,2,4-trimethyI- 1 H-[ 1 ]benzopyrano[3,4- 

f]quinolin-5-yl)phenyl]benzenemethanamine, 

5-[(3 t 5-dichlorphenyl)methylene>2,5^ 

[l]benzopyrano[3,4-f]quinoline, 

5-[(4-chlorophenyl)methyleneK 
[ l]benzopyrano[3,4-f|quinoline, 
2,5-dihydro-10-methoxy-2,2,4-mmeto 
(trifluoromethyl)phenyI]methy^^ 



-276- 



WO 99/41256 PCT/US99/03127 

5-[(2,6sIifluorophenyl)methylene]-2,5-dihydro-10-methoxy.2,2,4-tiimethyl-lH- 
[ 1 ] benzopyrano[3,4-f)quinoline, 

5-[(2-chlorophenyl)methylene]-2,5-dihydro- 10-methoxy-2,2,4-trimethyl- 1 H- 
[l]benzopyrano[3,4-f]quinoline, 

5-[(2,6-dichlorophenyl)methylene]-2^-dihydro-10-methoxy-2^Atrimethyl-lH- 
[l]benzopyrano[3,4-f]quinoline, 

5-[(2-nuorophenyl)methylene]-2,5-dihydro-10-methoxy-2^,4-trimethyl-lH- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-2,2,4-triraethyl-5-[(4,5-dihydro-4,4-dimethyl-2- 

oxazolyl)methylene]-lH-[l]benzopyrano[3,4-f|quinoline, 

2^-dihydro-10-methoxy-2,2.4-trimethyl-5^2-pyridinylmethylene)-lH- 
[l]benzopyrano[3,4-f]quinoline, 

2 > 5-dihydro.l0-methoxy-2,2,4-trimethyl-5-(2-thienyl)-lH-[l]benzopyrano[3,4- 
flquinoline, 

2^-dihydro-9,10-dimethoxy-2,2,4-trimethyl-5-(2-propenyl)-lH- 
[l]benzopyrano[3,4-f)quinoline, 

5-(2-cyclohexen- 1 -yl)-2,5-dihydro-9, 1 0-dimethoxy-2,2,4-trimethyl- 1 H- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(3-raethyl-3-butenyl)-2,2,4-trimethyl-lH- 
[ 1 Jbenzopyrano[3,4-f|quinoline, 

2,5-dihydro-10-methoxy-5K5,5-dimethyl-3-cyclohexenyl)-2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4-f]quinoline, 

rel (5R,2'R) 2,5-dihydro-10-methoxy-5-(2-oxo-3-tetrahydropyranyl)-2,2,4- 
trimethyl- 1 H-[ l]benzopyrano[3,4-f|quinoline, 

anti(5R, 2'S) 2,5-dihydro- 10-methoxy-5-(2-oxo-3-tetrahydropyranyl)-2,2,4- 
trimethyl- 1 H-[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(3-cyclopentenyl)-2,2,4-trimethyl-lH- 
[ 1 ]benzopyrano[3 ,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(3-cyclohexenyl)-2,2.4-trimethyl- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy.5-(3-butenyl)-2,2,4-trimethyl-lH-[l]benzopyrano[3.4- 
flquinoiine, 

2,5-dihydro-10-methoxy-5-(l-ethenyl-l-cyclohexyl)-2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4-f]quinoline, 

2.5-dihydro-10-methoxy-5-(4,4-dimethyI-3-cyclohexenyl)-2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4-f]quinoline. 



-277- 



W099/41256 



PCT/US99/03127 



2,5-dihydro- 10-methoxy-5-( l-methylene-2^yclohexyl)-2^,4-trimethyl- 1H- 
245 [l]benzopyrano[3,4-f]quinoline, 

2^-dihydro-10-methoxy-5-(l-oxo-2-cyclohexyl>2,2 t 4-trimethyl-lH- 
[ l]benzopyrano[3,4-f]quinoline f 

2,5-dihydro- 10-methoxy-5-(3-cyclooctenyl)-2,2,4- trimethyl- 1 Fi- 
ll ]benzopyrano[3,4-f]quinoline, 
250 2,5-dihydro- 10-methoxy-5-(3-cycloheptenyl)-2 f 2,4-trimethyl- 1H- 

[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-( 1 -cyclohexenylmethyl>2,2,4-trimethyl- 1 H- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 1 0-methoxy-5-(33-dimelhyl-6-cyclohexenyl)-2,2,4-trimethyl- 1 H- 
255 [l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(2-bromo-3-propenyl)-2,2 ,4-trimethyl- 1H- 

[ l]benzopyrano[3,4-f]quinoline, 

re/(5R,3*R)2,5-dihydro-10-methoxy-5-(l-hy^^ 

trimethyl- 1 H-[ l]benzopyrano[3,4-f|quinoline, 
260 re/(5R,3'S) 2,5-dihydro- 10-methoxy-5-(l-hydroxymethyl-3-cyclohexenyl)-2,2 f 4- 

triraethyl-lH-[l]benzopyrano[3,4-f|quinoline, 

2^-dihydro-10-methoxy-5-(3-hydroxymethyl-3-cyclohexenyl)-2,2,4-trimethyl-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(3-indolyl)-2,2 f 4-trimethyl-lH-[l]benzopyran 
265 flquinoline, 

rel (5S,3'S) 2,5-dihydro- 10-methoxy-5-( l-methyl-3-cyclohexenyl)-2,2,4-trimethyl- 
lH-[l]benzopyrano[3,4-f]quinoline, 

rel (5R*3*S) 2,5-dihycko-10-methoxy-5Kl-methyl-3-cyclohexenyl)-2,2,4-trimethyl- 
lH-[l]benzopynuio[3,4-f]quinoline, 
270 (-) (5S,3*S) 2,5-dihydro- 10-methoxy-5-(l-methyl-3-cyclohexenyl)-2,2,4-trimethylr 

lH-[l]benzopyrano[3,4-f|quinoline, 

(-) (5S, 3*R) 2,5-dihydro-10-methoxy-5-(l-hydroxymethyl-3-cyclohexenyl)-2,2,4- 
trimethy 1- 1 H-[ 1 ]benzopyrano[3,4-f]quinoline, 

(+) (5R, 3'S) 2,5-dihydro-10-methoxy-5-(l-hydroxymethyl-3-cyclohexenyl)-2,2,4- 
275 trimethyl-lH-[ l]benzopyrano[3,4-f]quinoline, 

(-)-(5S,3'R) 2,5-dihydro-10-methoxy-5-(l-methyl-3-cyclohexenyl)-2 t 2,4- 
trimethyl-lH-[ l]benzopyrano[3,4-f]quinoline, 

(+)-(5R,3'S) 2^-dihydro-10-methoxy-5-(l-methyl^3-cyciohexenyi)-2,2,4- 
trimethyl- 1 H-[ 1 ]benzopyrano[3,4-flquinoline, 
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280 2,5-dihydro- 10-methoxy-5-( 1 -chloromethyl-3-cyclohexenyl)-2,2,4-irimeihyl- 1H- 

[l]benzopyrano[3,4-f]quinoline, 

rel (5R, 3'R) 2^-dihydro-10.methoxy«5-(l-methoxymethyl-3-cyclohexenyl)-2,2 f 4- 
trimethyl- 1 H-[ 1 ]benzopyimo[3 Aflquinoline, 

rel (5R, 3'R) 2,5-dihydro-10-methoxy-5-(i-methylthiomethyl-3-cyclohexenyl)- 
285 2,2 t 4-trimethyl-lH-[l]benzopyrano[3,4-flquinoline, 

rel (5R, 3'S) 2,5-dihydro-10-methoxy-5-(l-acetoxyinethyl-3-cyclohexenyl)-2 > 2,4- 
trimethyl- lH-[ l]benzopyrano[3,4-f]quinoline, 

rel (5R, 3'R) 2,5-dihydro-10-methoxy-5-(l-acetoxyraethyl-3-cyclohexenyl)-2,2,4- 
trimelhyl- 1 H-[ 1 ] benzopyrano[3 ,4-f]quinoline, 
290 rel (5R, 3*R) 2,5-dihydro-10-methoxy-5-(l-methoxyraethyl-3-cyclohexenyl)-2 t 2 > 4- 

trimethyl-lH-[l]benzopyrano[3,4-f]quinoline, 

rel (5R, 3'R) 2,5-dihydro-10-methoxy-5Kl-G^,N-dimethylamino)methyl-3- 

cyclohexenyl)-2 t 2,4-trimethyl-lH-[l]benzopyrano[3,4-f]quinoline f 

rel (5R, 3'S) 2,5-dihydro-10-methoxy-5-(l-methylthiomethyl-3-cyclohexenyl)- 

295 2,2,4-trimethyl- lH-[l]benzopyrano[3,4-f]quinoline, 

rel (5R, 3'R) 2,5-dihydro- 10-methoxy-5-(l-(N-morpholino)methyl-3- 
cyclohexenyl)-2,2,4-trimethyl- 1 H-[ l]benzopyrano[3,4-f]quinoline, 
rel (5R, 3'R) 2,5-dihydro- 10-methoxy-5-(l-(N-methyl-N- 
methylsulfonylamino)methyl-3-cyclohexenyl)-2,2,4-trimethyl-m 

300 [l]benzopyrano[3,4-f]quinoline, 

rel (5R, 3'S) 2,5-dihydro- 10-methoxy-5-(l-(N,N dimethylamino)methyl-3- 
cyclohexenyl)-2,2,4-trimethyl- lH-[ l]benzopyrano[3,4-f]quinoline, 
rel (5R, 3'R) 2,5-dihydro- 10-methoxy-5-( l-(N-methylamino)methyl-3- 
cyclohexenyl)-2,2,4-trimethyl- 1 H-[ 1 ]benzopyrano[3,4-fjquinoline, 

305 2,5-dihydro- 10-methoxy-5-(2-methyl-3-propenyl)-2,2,4-triraethyHH- 

[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(l,3-butadien-2-yl)-2,2,4-trimethyl-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(2-carbomethoxy-3-propenyl)-2,2,4-trimethyl-lH- 
310 [l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(l,2-dihydroxy-3-propyl)-2,2,4-trimethyl-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(l ,2-epoxy-3-propenyl)-2,2,4-trimethyl- 1H- 
[ l]benzopyrano[3,4-f]quinoline, 
315 2,5-dihydro- 10-methoxy-5-(l-(N-phthalim^ 

[l]benzopyrano[3,4-f]quinoline. 
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2^-dihydro- 10-methoxy-5-( l-amino-3-propyl)-2,2 f 4-trimethyl- 1 H- 
[l]benzopyrano[3,4-f]quinoline, 
2^^hydro-l(^methoxy-5-(l-ft^ 
lH-[l]benzopynmo[3,4-f]quinoline, 

(£) 2,5-dihydro- 10-methoxy-5-(2-carbomethoxy- 1 -eihenyl)-2,2 f 4-trimethyl- 1H- 
[ 1 ]benzopyrano[3,4-f]quinoline t 

(Z)-2,5-dihydro- 10-methoxy-5-(l-propenyl)-2,2,4-trimethyl- 1H- 

[ 1 ]benzopyrano[3,4-f]quinoline, 

(£) 2,5-dihydro-10-methoxy-5-(3-hydroxy-^^ 

[ l]benzopyrano[3 t 4-f]quinoline, 

(£) 2,5-dihydro- 10-methoxy-5K3-(N,N-dimethylaminocarbonyioxy)- 1-propenyl)- 
2,2,4-trimethyI- lH-[ l]benzopyrano[3,4-f]quinoline, 

(£) 2,5-dihydro- 10-methoxy-5-(3-methoxymethoxy-l.propenyl)-2,2,4-trimethyl- 
1 H- [ 1 ] benzopyrano [3 , 4-f] quinoline , 
2,5-dihydro- 10-methoxy-5-(3-hydroxy-3-pro^ 
[ l]benzopyrano[3,4-f]quinoline, 

methyl 2<2,5-dihydro-10-methoxy-2,2 f 4-trimethyl-lH-[l]benzopyrano[3,4- 
f]quinolin-5-yl) acetyl hydroxamate, 

2-(2,5-dihydro- 10-methoxy-2,2,4-trimethyl- lH-[ l]benzopyrano[3,4-f]quinolin-5- 
yl) acetaldehyde, 

2,5-dihydro- 10-methoxy-5-(2-cyclohexyUdenylethyl)-2,2 t 4-trimethyl- 1H- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(2-cyclopentylidenylethyl)-^^ 
[ l]benzopyrano[3,4-f]quinoline, 
2,5-dihydro-10-methoxy-5-(2-cycloheptylidenyle^ 
[l]benzopyrano[3,4-f]quinoline, 

2 t 5-dihydro-10-raethoxy-5-(3-methyl-2-butenyl)-2 f 2Atrimethyl-lH- 
[ l]benzopyrano[3,4~flquinoline, 

trans 2,5-dihydro- 10-methoxy-5-(2-butenyl)-2,2,4-trimethyl-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

trans 2,5-dihydro-10-methoxy-5-(2-penten-l-yl).2,2,4-trimethyl-lH- 
[ 1 Jbenzopy rano[3 ,4-f] quinoline, 

2,5-dihydro- 1 0-methoxy-5-( 1 , 1 -difluoro- l-propen-3-yl)-2,2,4-trimethyl- 1H- 
[ 1 ]benzopy rano[3 ,4-f]quinoline, 

(£) methyl 2K2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH-[l]benzopyrano[3,4- 
f]quinolin-5-yl) 2-butenoate, 
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(£) 2 t 5-dihydro-10-methoxy-5-(4-hydroxy-2-buten- l-yl)-2,2,4-trimethyMH- 
[ l]benzopyrano[3,4-f]quinoline, 

(£) 2,5-dihydro- 10-methoxy-5-(4-(N,N-dimethylaminocarbonyloxy)-2-buten- l-yl> 
2,2,4-irimethyM H-[ 1 ]benzopyrano[3,4-f]quinoline t 

(£) 2,5-dihydro- 10-methoxy-5-(4-(N-methylaminocarbonyloxy)-2-buten- 1-yl)- 
2,2, 4- trimethyl- 1 H-[ 1 ] benzopyrano[3 ,4-f]quinoline, 
(£) 2,5-dihydro-10-methoxy-5-(2-butenyl)-2,2,4-t^ 
fjquinoline, 

2^-dihydro-10-methoxy-5-(2-hydroxyethyl)-2 t 2^trimethyl.lH- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(2-(N-benzylcarbonyloxy)ethyl)-2,2,4-trimethyl- 1H- 
[ l]benzopyrano[3,4- fjquinoline, 
2,5-dihydro-10-methoxy-5-(2-(N-moip^^ 
lH-[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(2-(N-(2-methoxyethyl)aminocarbonyloxy)ethyl)-2 f 2 f 4- 
trimethyl- 1 H-[ l]benzopyrano[3,4-f]quinoline, 

2 f 5-dihydro-10-methoxy-5-(2<N-methyaminocarbonyloxyoxy)ethyl>2 t 2,4- 
trimethyl- 1 H-[ 1 ] benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(2-(N t N-dimethylaminocarbonyloxy)ethyI)-2,2,4- 
trimethyl- 1 H-[ 1 ]benzopyrano[3,4-f]quinoline, 
2,5-dihydro-10-methoxy-5-(2-methoxymethoxye^^ 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(2,2-dimethylethoxycarbonylamino)methyl)-2 t 2,4- 
trimethyl- 1 H-[ l]benzopyrano[3,4-f]quinoline, 
2,5-dihydro-10-methoxy-5-(aminomeft^^ 
f]quinoline, 

2^-d%dro-10-methoxy-5-(ethoxycarbonylamino)methyl)-2,2,4-trimeth 
[l]benzopyrano[3,4- fjquinoline, 

2,5-dihydro- 10-methoxy-5-(carboethoxy)-2,2,4-trimethyl- 1 H-[ 1 ]benzopyrano[3,4- 
fjquinoline, 

2,5-dihydro-10-methoxy-5-(cycIopentyl)-2,2,4-^ 
fjquinoline, 

2,5-dihydro-10-methoxy-5-(l-me^ 
[ l]benzopyrano[3,4-fjquinoiine, 

2,5-dihydro-10-methoxy-5-(3,4,5-trifluorophenyl)-2^ 
[ l]benzopyrano[3,4- fjquinoline, 
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2^-dihydro-10-methoxy 
390 f]quinoline, 

2,5-dihydro- 1 0-methoxy-5-(2-pyridyl)-2,2,4-trimethyl- 1 H-[ l]benzopyrano[3,4- 
flquinoline, 

2^-dihydro-10-methoxy-5-(3-pyridy^^ 
flquinoline, 

395 2,5-dihydro-10-meAoxy-5-(4-pyri 
flquinoline, 

9- 10-methylenedioxy-5-phenyl-2,2,4-tr^ 
[ l]benzopyrano[3,4-fjquinoline, 

5-(3-propenyl)-9-chloro- 10-ethenyl-2,2,4-trimethyl-2,5-dihydro- 1H- 
400 [ l]benzopyrano[3,4-f]quinoline, 

9^hloro-10-methoxy-5-phenyl-2,2,4-trimethyl-2,5-dihydro-lH- 
[l]benzopyrano[3,4- flquinoline, 

5-(3-propenyl)-9-chloro- 10-difluoromethoxy-2,2,4- trimethyl-2,5-dihydro- 1 H- 
[ l]benzopyrano[3,4-f|quinoline, 
405 9-chloro- 10-difluoromethoxy-5-phenyl-2,2 f 4-trimethyl-2,5-dihydro- 1H- 

[l]benzopyrano[3,4-f|quinoline, 

8-fluoro- 10-methoxy-5-phenyl-2, 2,4-trimethyl-2,5-dihydro- 1H- 
[ l]benzopyrano[3,4-f]quinoline, 
5-(3-propenyI)-8-nuoro-10-methoxy-2,2,4-^^ 
410 [l]benzopyrano[3,4-f]quinoline, 

(10-methoxy-9-nuoro-5-(3-propenyl)-2,2,4-rt^^ 
[l]benzopyrano[3,4- flquinoline, 

10- methoxy-9-hydroxy-5-(3-propenyl)-2,2,4-trimethyl-lH-2,5-dihydro- 
[l]benzopyrano[3,4-f]quinoline, 

415 (+/-) 2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3-cyclohexenyl)-lH- 

[l]benzopyrano[3,4-f]quinoline, 
(+/-) 2,5-dihydro-9-hydroxy-10-metho^ 
y 1 )- 1 H- [ 1 ]benzopyrano[3,4-f]quinoline, 

(-) (5S, 3'S)-9-hydroxy-5-[l-methyl-3-cyclohexenyl]- 10-methoxy-2,2,4-trimethyl- 
420 2,5-dihydro- lH-[ llbenzopyrano[3,4-f|quinoline, 

(+) (5R,3'R)-9-hydroxy-5-[l-methyl-3-cyclohexenyI]- 10-methoxy-2^,4-irimethyl- 
2,5-dihydro-lH-[l]benzopyrano[3,4-f]quinoline f 

(+) (5R,3'S)-9-hydroxy-5-[l-methyl-3-cyclohexenyl]- 10-methoxy-2,2,4-trimethyl- 
2,5-dihydro-lH-[l]benzopyrano[3,4- flquinoline, 
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425 (-) (5S,3 f R)-9-hydroxy-5-[l-methyl-3-cyclohexenyl]- 10-meihoxy-2 f 2,4-trimethyl- 

2 t 5-dihydro-lH-[l]benzopyrano[3,4-f|quinoIine, 
re/-(5S3'R>9-hydroxy-5-[l-hydroxyme^^ 
trimeihyl-2,5-dihydro-lH-[l]benzopyrano[3^f]quinoline, 
(+/-) (5S,3 f R) 2,5-dihydro-9-hydroxy-l(>methoxy-2 t 2 f 4-trimethyl*5-(l- 

430 methylcyclohexen-3-yl)-lH-[l]benzopyrano[3Af]quinoUne, 

re/-(5S,3 , R)-9-hydroxy-5-[l-meihoxymethyi-3-cyclohexenyl]- 10-melhoxy-2,2 t 4- 
trLmethyl-2^-dihydro-lH-[l]benzopyrano[3,4-f]quinoline, 
2,5-dihydro-9-hydroxy- 10-methoxy-5-propyl-2,2 t 4-trimethyl- 1H- 
[ l]benzopyrano[3,4-f]quinoline, 

435 (-) (5S,3'S) 2,5-dihydro-9-hydroxy- 10-methoxy-2,2,4-trimethyl-5-(3- 

cycloheptenyl)-lH-[l]benzopyrano[3,4-f]quinoline, 
(-) (5S,3'R) 2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3- 
cyclohepteny 1)- 1 H-[ 1 ] benzopyrano[3,4-f]quinoline, 
2,5-dihydro-9-hydroxy-10-methoxy -2 t 2,4-trimethyl-5-phenyl-lH- 

440 [l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy-10-methoxy-2,2^^ 
[ l]benzopyrano[3,4-f]quinoline, 
2,5-dihydro-9-hydroxy-10-methoxy-^ 
[l]benzopyrano[3,4-f]quinoline, 

445 5-butyl-2,5-dihydro-9-hydroxy-10-metto^ 
[ l]benzopyrano[3,4-f]quinoline, 

(-) (5S,3'S) 2 t 5-dihydro-9-hydroxy-10-methoxy-2,2 f 4-trimethyl-5-(3- 

cyclopentenyl)-lH-[l]benzopyrano[3 f 4-f]quinoline, 

(-) (5S,3'R) 2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3- 
450 cyclopenteny 1 )- 1 H- [ 1 ] benzopyrano[3 Aflquinoline, 

2,5-dihydro-9-hydroxy- 10-methoxy 

[ 1 ]benzopyrano[3 f 4-f]quinoline, 

2,5-dihydro-9-hydroxy-10-methox 

[l]benzopyrano[3,4-flquinoline, 
455 2,5-dihydro-9-hydroxy-10-methoxy-2,2Atrime^^^ 

1 H- [ 1 ] benzopy rano [3,4-f] quinoline , 

2 t 5-dihydro-9-hydroxy-10-methoxy«2,2,4-trimethyl-5-(3-5- 
bistrifluoromethy lphenyl)- 1 H-[ 1 ] benzopyrano[3 ,4-f]quinoline, 
2 t 5-dihydro-9-hy droxy- 1 0-methoxy-2,2,4-trimethy l-5-(3-trifluoromethyl-4- 
460 chlorophenyl)-lH-[l]benzopyrano[3,4-f]quinoline, 
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2>dihydro-9-hydroxy-10-metto^ 
[l]benzopyrano[3,4-f]quinoline, 
2^-dihydro-9-hydroxy-10-methoxy-2,2^ 
lH-[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy- 10-methoxy-2,2 ,4-trimethyl-5-(3-butenyl)- 1H- 

[l]benzopyrano[3,4-f]quinoline, 

2^-dihydro-9-hydroxy- 10-methox^ 

[l]benzopyrano[3,4-f]quinoline, 

(-) (5S,3'R) 2 t 5-dihydro-9-hydroxy-10-methoxy-2^ 

cyclohexenyl]-lH-[l]benzopyrano[3,4-f]quinoIine f 

(-) (S) 5-cyclopentyI-2,5-dihydro-9-hydroxy-10.methoxy-2,2 f 4-trimethyl- 1H- 

[ 1 ]benzopyrano[3,4-f]quinoline, 

(+) (R) 5-cyclopentyl-2,5-dihydro-9-hydroxy-l(^^ 

[ 1 ]benzopyrano[3 ,4-f]quinoline, 

2^-dihydro-9-hydroxy-10-methoxy-5-(3-propynyI>2,2,4-trimethyl<lH- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(2-propyl)-lH- 
[l]benzopyrano[3,4-f]quinoUne, 

2>dihydro-9-hydroxy-10-methoxy-2,2,4-ri^ 
[l]benzopyrano[3,4-f]quinoline, 

(±) 2,5-dihydro-9-hydroxy- 10-methoxy-2,2,4-trimethyl-5-(2 > 3,4 f 5,6- 

pentafluorophenyl)-lH-[l]benzopyrano[3,4-f]quinoline, 

(+/-) 2,5-dihydro-9-hydroxy- 10-methoxy-2,2,4-trimethyl.5(S>(3(S)-l- 

hydroxymethylcyclopentenO-yl)-lH-[l]benzopyrano[3,4-f]quinoUne t 

(+/-) 2,5-dihydro-9-hydroxy-10-methoxy«2,2,4-trimethyl-5(S)-(3(S)-l- 

methylcarboxylatecyclopentM^ 

(-) (5S,3'S) 2,5-dihydro-9-hydroxy-10-methoxy-2 t 2,4-trimethyl-5-(3- 

cyclohexenylMH-[l]benzopyrano[3,4-f]quinoline, 

(-) (5S,3'R) 2,5-dihydrO'9-hydroxy-10-methoxy.2,2,4-trimethyl-5-(3- 

cyclohexeny 1 1 H-[ 1 ]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-uimethyl-5-(2-thienyl)-lH- 
[l]benzopyrano[3,4-f]quinoline, 

(±) 2 f 5-dihydro-9-hydroxy- 10-methoxy-2,2,4-trimethyl-5-(2-methylphenyl) - 1H- 
[ l]benzopyrano[3,4-f|quinoline, 

2^Klihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(2-acetoxymethyl-3- 
propenyl)-lH-[l]benzopyrano[3 t 4-f]quinoiine, 
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(+) (5R.3 *S) 2,5-dihydro-9-hydroxy- 10-raethoxy-2,2,4-trimethyl-5-[ 1 -ethyl-3- 
cyclohexenyl]-lH-[l]benzopyrano[3.4-f]quinoline, 

2^-^ydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-cyclohexyl-lH- 
[ 1 ]benzopyrano[3,4-f]quinoline, 

2,5,5-trihydn>-9-hydroxy- 10-methoxy-2,2,4-trimethyl- 1 H-[ l]benzopyrano[3,4- 
fjquinoline, 

2^-dihydro-9-hydroxy-10-methoxy-2.2,4-trimethyl-5-(2-hydroxymethyl-3- 
propenyl)- lH-[ l]benzopyrano[3,4-f]quinoline, 
methyl 2-[2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl- 1H- 
[l]benzopyrano[3,4-f]-5-quinolinyl] acetate, 

(Z) 2,5-dihydro-9-hydroxy- 10-methoxy-2^,4-trimethyl-5-(2-butenyl)- 1 H- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3-methyl-2-butenyl>lH- 
[l]benzopyrano[3,4-f]quinoline, 

(+) (5S,3'S) 2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3- 

cyclohexeny 1 )- 1 H-[ l]benzopyrano[3.4-f]quinoline, 

(+) (5R.3'R) 2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3- 

cyclohexeny 1 )- 1 H-[ 1 ]benzopyrano[3,4-f]quinoline, 

(+) (5R,3'S) 2,5(R)-dihydro-9-hydroxy- 10-raethoxy-2,2,4-trimethyl-5-(3- 

cyclopentenyl).lH-[l]benzopyrano[3,4-f]quinoline, 

(+) (5R,3'R) 2,5(R)-dihydro-9-hydroxy-10-raethoxy-2,2,4-trimethyl-5-(3- 

cyclopentenyl)-lH-[l]benzopyrano[3,4-f]quinoline, 

rel-(5S)-9-hydroxy-5-[(3R)-(l-methoxycarbonyI)cyclohexen-3-yl]- 10-methoxy- 
2,2,4-trimethyl-2,5-dihydro-lH-[l]benzopyrano[3,4-f]quinoline, 

2^-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(2-methyl-3-propenyl)-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

9,10-Dimethoxy-5-(3-propenyl)-2,2,4-trimethyl-lH-2,5-dihydro- 
[ 1 Jbenzopyrano[3,4-f]quinoline, 

9aO-Dimethoxy-5-[3<yclohexenyl]-methoxy-2,2,4-trimethyl-2,5-dihydro-lH- 
[l]benzopyrano[3,4-f]quinoline, 

10-methoxy-9-ethoxy-5-(3-propenyl)-2.2,4-trimethyl-lH-2,5-dihydro- 
[ 1 ]benzopyrano[3,4-fJquinoIine, 

10-methoxy-9-(3-propenyloxy)-5-(3-propenyl)-2,2,4-trimethyl-lH-2,5-dihydro- 
[l]benzopyrano[3,4-f|quinoline, 

10-methoxy-9-(3-propynyloxy)-5-(3-propenyl)-2,2,4-trimethyl-lH-2,5-dihydro- 
[l]benzopyrano[3,4-f]quinoline, 
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2,5-dihydro-9-acetoxy- lO-methoxy^^Atrimethyl-S-Ca-propenyl). 1H- 
[ l]benzopyrano[3,4-f]quinoline, 
2^-dihydro-9-(4-N,N-dimethyla^ 
trimethyl-5-(2-propenyl)-lH-[l]b^^ 

7-bromo -5-[3-cyclohexenyl]- 10-methoxy-2,2,4-trimethyl-2 t 5-dihydro-lH- 
[ l]benzopyrano[3,4-f]quinoline f 

10-methoxy-7-bromo-5-(3-propenyl)-2,2 > 4-trimethyHH-2,5-dihydro- 
[ l]benzopyrano[3,4-f]quinoline, 

7-bromo-5-[l-methyl-3-cyclohexenyl]- lO-methoxy^^Atrimethyl^^S-dihydro- 
lH-[l]benzopyrano[3 t 4-f]quinoline, 

10-methoxy-9-bromo-5-(3-propenyl)-2,2,4-trimethyl-lH-2 t 5-dihydro- 
[l]benzopyrano[3,4-f]quinoline, 
7,9-Dibromo-10-methoxy-5-(3-propen^^ 
t l]benzopyrano[3,4-f]quinoline, 

7,9-Dibromo-5-[cyclohexen-3-yl]- 10-methoxy-2,2,4-triraethyl-2,5-dihydro-lH- 

[ l]benzopyrano[3,4-f]quinoline, 

7,9-Dibromo-5-[l-methyl-3-cycloh^^ 

dihydro-lH-[l]benzopyrano[3 f 4-flquinoline, 

10-methoxy-7-(2-ethenyl)-5-(3^ 

[ l]benzopyrano[3,4-f]quinoline, 

10-methoxy-7-methyl-5-(3-propenyl)-2 t 2^trimethyl-lH-2,5-dihydro- 
[l]benzopyrano[3,4-f]quinoline, 

10-methoxy-7-acetyl-5-(3-propenyl)-2,2,4-trimethyl-lH-2,5-dihydro- 
[ l]benzopyrano[3,4-f]quinoIine, 

(+/-) 2,5-dihydro-9-meihyl-10-methoxy-2,2 t 4-trimethyl-5-(l-methylcyclohexen-3- 

y 1 )- 1 H- [ l]benzopyrano[3,4-f]quinoline, 

10-methoxy-7-methyl-9-methyl-5-O^ 

[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-meihoxy-5-(3-(N-methyl-N- 

(carbomethoxymethyl)arainocarbonyloxy)phenyl)-2,2Atrimethyl-lH- 
[l]benzopyrano[3,4-nquinoline, 

2,5-dihydro-10-methoxy-5-(3-(N-methyl-N-(N- 

methylcarbonyl)aminocarbonyloxy)phenyl)-2,2,4-trimelhyl-lH- 

[l]benzopyrano[3,4-f]quinoline, 

2^-dihydro-10-methoxy-5-(3-(N-methylamincx:arbonyloxy)phenyl)-2,2,4- 
trimethyl- 1 H-[ 1 ]benzopyrano[3,4-flquinoline, 
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2,5-dihydro-10-methoxy.5-(3-(2-hydroxyethyl)phenyl)-2 t 2Atriinethyl-lH- 
570 [l]benzopyrano[3,4-f]quinoline, 

2^-dihydn>-10-methoxy-5-(3-(2-methanesufo^ 

lH-[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(3-(2-methythioethy^^^^ 

[ 1 Jbenzopyrano[3,4-flquinoline, 
575 2,5-dihydro- 10-methoxy-5-(3-(2-(N^ 

2,2 f 4-trimethyI-lH-[l]ben2opyrano[3,4-nquinoline t 

2,5-dihydro-10-methoxy-5-(3-(2-(N,N^ 

trimethyl- 1 H- [ 1 ]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-cyclopropyl-2,2,4-trimethyl- lH-[ 1 Jbenzopyrano[3,4- 
580 fjquinoline, 

2,5-dihydro- 1 0-methoxy-5-etheny 1-2,2,4-trimethyl- 1 H-[ 1 Jbenzopyrano[3,4- 
fjquinoline, 

trans 2,5-dihydro- 10-methoxy-5-(2-phenylethenyl)-2,2,4-trimethyl- 1H- 
[ l]benzopyrano[3,4- fjquinoline, 
585 2,5-dihydro- 1 0-methoxy-5-(2-phenylethynyl)-2,2,4-trimethyl- 1H- 

[ lJbenzopyrano[3,4-f|quinoline, 

cis 2,5-dihydro- 10-methoxy-5-(2-phenylethenyl)-2,2,4-trimethyl- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(2-meihylpropenyl)-2,2,4-trimethyl- 1H- 
590 [l]benzopyrano[3,4-f]quinoline, 

trans 2,5-dihydro- 10-methoxy-5-(l-cyclohexenyl)-2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4-f]quinoline, 

23-dihydro-5-(3-propenyl)-10-methylthio-2,2,4-trimethyl-lH-[l]be 
fjquinoline, 

595 2,5-dihydro-5-(3-propenyl)-10-me^ 
fjquinoline, 

(+/-) 2,5-dihydro-9-(4-acetamidobutanoyloxy)- 1 0-methoxy-2,2,4-trimethyl-5-alIyl- 
lH-[l]benzopyrano[3,4-£]quinoline, 

10-(difluoromethoxy)-2,5-dihydro-5-phenyl-2,2,4-trimethyl-lH- 
600 [l]benzopyrano[3,4-fjquinoline, 

10-(bromodifluoromethoxy)-2^-dihydro-5-phenyl-2,2,4-trimethyl-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

2^-dihydro-9-hydroxy-10-methoxy-2,2,4.trimethyl-5-((2-fluorophenyl)methyl) 
- lH-[ l]benzopyrano[3,4- fjquinoline, 
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605 10-methoxy-5-(5-methylisoxazol-3-yl)methyW^^ 

trimethyl-lH-[l]benzopyrano[3,4-f]quinoline, 

lCMnethoxy-5-(3-methylisoxazoI-5-yl)meft^ 

dimethyl- 1 H-[ l]benzopyrano[3,4-f]quinoline ? 

10-methoxy-5K4>dimethyl-l^ 
610 2,2,4-trimethyI- lH-[l]benzopyrano[3,4-f]qQinoline, 

10-methoxy-5-(6-cMoropyridin-2-yl)meth^^ 

trimethyl- 1 H-[ 1 ]benzopyrano[3 f 4-f]quinoline, 

10-methoxy-5-(pyridin-2-yi)methyide^^ 

[ l]benzopyrano[3,4-f]quinoline, 
615 10-methoxy-5-(but-3-enyUdene)^^ 

[ l]benzopyrano[3,4-f]quinoline, 

1 0-methoxy-5-( 1 -methylpropy lidene)-2, 5-dihydro-5-phenyl-2,2,^ trimethyl- 1 H- 
[ l]benzopyrano[3,4-f]quinoline, 

10-methoxy-5-(l-butyUdene)-2,5-dihydro-5-phenyl-2,2,4-trimethyl-lH- 
620 [l]benzopyrano[3,4-f]quinoline, 

Z-5-(benzylidenyl)-9-hydroxy- 10-methoxy-2 t 2,4-trimethyl- 1 H-2,5-dihydro- 
[ l]benzopyrano[3,4-f]quinoline, 

Z-5-(2,5-difluorobenzylidenyl)-9-hydroxy-10-methoxy-2,2 t 4-trimethyl-lH-2,5- 
dihydro- [ 1 ]benzopyrano[3,4-f]quinoline, _ 

625 Z-9.hydroxy-10-methoxy-5-(2-picoUnyUdenyl)-2,2 f 4.trimethyl-2 t 5.dihydro-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

9-hydroxy-10-methoxy-5-(3 f 5-difluorophenyl)methyiidene-2,5-dihydro-5-phenyl- 
2,2,4-trimethyl- 1 H-[ l]benzopyrano[3,4-f]quinoline t 

9-hydroxy-10-methoxy-5-(3,4-difluorophenyl)methylidene-2,5-dihydro-5-phenyl- 
630 2,2 > 4-trimethyl-lH-[l]benzopyrano[3,4-f]quinoline, 

(Z) 9-hydroxy-10-methoxy-5-((4-fluoro^^ 

dihydro- [l]benzopyrano[3,4-f]quinoline, 

(Z)-9-hydroxy-10-methoxy-5-([23-di^^^ 

2,5-dihydro-[l]benzopyrano[3,4-flquinoline, 
635 Z-5-(3-fluorobenzyUdenyl)-10-methoxy-^^^ 

lH-[l]benzopyrano[3,4-f]quinoline t 

9-hydroxy-10-methoxy-5-ethyl-2 t 2,4-trimethyl-2,5-dihydro-lH- 
[l]benzopyrano[3,4-f|quinoline, 

(4/-) 2,5-dihydro-9-cyanomethoxy- 10-methoxy-2,2 Atrimethyl-5-allyl-lH- 
640 [l]benzopyrano[3,4-flquinoline, 
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2,5-dihydro-9-(4-N,N-diethylamino-4-oxo-butanoyloxy)- 1 O-methoxy-2,2,4- 

trimethyl-5-(2-propenyl)- 1 H-[ 1 ]benzopyrano[3,4-f]quinoUne, 

2^-dihydro-9-(4-N-piperidino-4-oxo-but^ 

(2-propenyl)-lH-[l]ben2opyrano[3 f 4-f|quinoline t 

2,5-dihydro-9-(4-N-morphoUno-4^xo-bu 

5-(2-propenyl)-lH-[l]benzopyrano[3 f 4-f]quinoline t 

2,5-dihydro-9-(4-N,N-dimethylamino-4^ 

lrimeihyl-5-(3,4 t 5-trifluorophenyl)- lH-[ l]benzopyrano[3 ,4-f]quinoline, 

2>cUhydro-9-hydroxy-10-methoxy-2,2A^ 

lH-[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy- 10-methoxy-2,2 ,4-trimethyl-5-cyclopentyl- 1H- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy-10-methoxy-2,2AtrimethyI-5-((2-fluorophenyl)meth 
- 1 H-[ l]benzopyrano[3,4-f]quinoline f 

2,5-dihydro-9-hydroxymethyl-10-methoxy-2£^ 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(l-pentenyl>lH- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-methylcarboxylate- 1 0-methoxy-2,2,4-trimethyl-5-allyHH- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy- 10-methoxy-2,2 f 4-trimethyl-5-allenyMH- 
[l]benzopyrano[3,4-f]quinoline t 

(-) (5S, 3'S) 2,5-dihydro-10-methoxy-2,2 f 4-trimethyI-5-(cyclopenten-3-yl)-lH- 
[ l]benzopyrano[3,4-flquinoline, 

(-) (5S t 3*S) 2,5-dihydro-10-methoxy-2,2,4-trimethyl-5-(cyclohexen-3-yl)-lH- 
[ l]benzopyrano[3,4-f]quinoline t 

(-) (5S, 3'R) 2,5-dihydro-10-methoxy-2 t 2,4-trimethyl-5-(cycIohexen-3-yl)-lH- 
[l]benzopyrano[3,4-f]quinoline, 

(-) (5S, 3*R) 2,5-dihydro-10-methoxy-2,2,4-trimethyl-5-(cyclopenten-3-yl)-lH- 
[ l]benzopyrano[3,4-flquinoline, 

2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3(Z)-pentenyl) - 1 H- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy- 10-methoxy-2,2,4-trimethyl-5-(3-acetoxy phenyl) - 1H- 
[l]benzopyrano[3,4-f]quinoline, 
10-dffluoromethoxy-5-[[3-(methylthio^ 
dihydro- [ l]benzopyrano[3,4-f]quinoline. 



-289- 



99/41256 PCT/US99/03127 
2^-dihydro-9-hydroxy- 
[ l]benzopyrano[3,4-f]quinoline, 

2^-dihydro-9-methyIthiomeihoxy-10-methoxy-2 t 2,4-uimethyl-5-(3- 
(raethylthio)melhoxyphenyl^lH-[l]benzopyrano[3Af]quinoline t 
2^-dihydrcH9-hydroxy-10-methoxy-2,2 t 4-trimethyl-5-(3- 

(methylihiomelhoxy)phenyl)-lH-[l]benzopyrano[3,4-f]quinoline f 
2,5-dihydro-9-N,N-dimethylcarbam^ 
dimethylcaAamoyloxy 
9-hydroxy-10-methoxy-5-(phenylme^ 
[l]benzopyrano[3,4-f]quinoline, 

9-hydroxy- 10-methoxy-5-([3-fluorophenyl]methylene)-2,2,4-triraethyl- lH-2,5- 
dihydro- [ 1 ]benzopyrano[3 ,4-f]quinoline t 

rel-(5S)-9-hydroxy-5-[(3S)-(l-methoxycarbonyl)cyclohexen-3-yI]- 10-methoxy- 
2,2,4-trimethyl-2,5-dihydro-lH-^^ 

2>dihydro-9-hydroxy-10-methoxy-2,2A 
[ 1 ]benzopyrano[3 ,4-f]quinoline, 
2^-dihydro-9-(4-N,N-dimethyIam^^ 
trimethyl-5-(l-methylet^ 
2,5-dihydro-9-(4-N,N-dimethyl^ 

(phenylmethyl)-2,2,4-irimethyl-lH-[l]benzopyrano[3,4-nq 
2^-dihydrcH9K4-N,N-dimethylamino-4-oxo-butanoyloxy)-10-methoxy-2 f 2,^ 
trimethyl-5-(2-thienyl)- lH-[ l]benzopyrano[3 t 4-f]quinoline, 
2,5-dihydro-9-(4-N,N-dimethylami^ 
(2-propenyl)-lH-[l]benzopyrano[3,4-f]quinoline, 

9K2^thoxy-2-oxo-ethyIaminocarbonyl)-oxy-10-methoxy-5-(3-propenyl)-2,2 f 4- 
trimethyl-lH-2 t 5-dihydro- [l]benzopyrano[3,4-f]quinoline, 
(+/-) 2 t 5-dihydro-9^3-acetamido-propa^ 
allyl-lH-rilbenzopyranoP^fJquinoline, 
9-hydroxy-10-methoxy-5-(phenylme^ 
[l]benzopyrano[3,4-f]quinoline, 

9-(dimethylaminothiocarbonyl)-oxy-10-methoxy-5-(3-propenyl)-2,2,4-trimethyl- 
lH-2,5-dihydro- [ l]benzopyrano[3,4-f]quinoline, 
(+/-) 2,5-dihydro-9-(N^arbamoyl-2-aminoare^ 
allyl- 1 H-[ 1 Jbenzopyrano [3,4- f] quinoline, 

(+/-) 2 f 5-dihydro-9-(4-ethoxy-4-oxo-butoxy)- 1 0-methoxy-2,2,4-trimethyl-5-allyl- 
1 H- [ 1 ] benzopyrano[3 f 4-f] quinoline, 
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(+/-) 2,5-dihydro-9-(4-oxo-pentanoyloxy)- 10-methoxy-2,2 f 4-trimethyi-5-allyl- 1 H- 
[ l]benzopyrano[3,4-f]quinoline, 

2 t 5-dihydro-9-methyllhiomethoxy- 10-methoxy-2,2 ,4-trimethyl-5-allyl- 1H- 

[l]benzopyrano[3,4-f]quinoline, 

2^-dihydro-9-(4-N,N-diethylamino-4-oxo-pentanoyto^ 

trimethyl-5-(2-propenyl)-lH-[l]benzopyrano[3Af]quinoline, 

2,5-dmydro-9-(4-N,N-dimethylamino-4-oxo^ 

trimethyl.5-(2-propenyl)-lH-[l]benzopyrano[3,4-f]quinoline t 
2,5-dihydrtH9-(4-N-piperidino^oxo-pentanoyloxy)^^ 
(2-propenyl)- lH-[ l]benzopyrano[3,4-f]quinoline, 
2.5-dihydro-9-(4-N-morpholino-4-oxo-pentanoy 
5-(2-propenyl)-lH-[l]benzopyrano[3Af]quinoline t 

(-) 2,5-dihydro-9-(4-NJ^-dimethylamino-4-oxo-buianoyloxy)- 10-methoxy-2,2,4- 

trimethyl-5(SM3(SH-cyc^ 

10-methoxy-9-(allylaminocarbonyl)oxy-5-^ 

dihydro- [ l]benzopyrano[3,4-f]quinoline, 

10-methoxy-9-(cyclohexylaminocarbonyl)-oxy-5-^ 

2,5-dihydro-[l]benzopyrano[3,4-f]quinoline f 

2,5-dihydro-9-hydroxy- 10-methoxy-2 t 2,4-trimethyl-5-(3-thienyl)- 1H- 
[l]benzopyrano[3,4-f]quinoline, and 
2,5-dmydro-9-hydroxy-10-methoxy-2£,4-^ 
1 H- [ 1 ] benzopyrano[3,4-f]quinoline. 

A compound according to Claim 2 where Ri is -Li-R A , Li is a covalent bond and 
Ra is -NRyRr. 

A compound according to Claim 5 selected from 

2 t 5-dihydro-2,2,4,N-tetramethyl-5-(2-propenyl)-lH-[l]benzopyrano[3,4- 
fjquinolin- 1 0-amine, 

5-(3,5-dichlorophenyl)-2,5-dihydro-2,2,4,N-tetramethyl- 1 H-[ 1 ]benzopyrano[3,4- 
f]quinolin- 1 0-amine, 

5-(3,5-dichlorophenyl)-2,5-dihydro-2,2,4-trimethyl.N-(2-propenyl)-lH- 
[l]benzopyrano[3,4-t]quinolin-10-amine, and 

2 f 5-dihydro-2,2,4-trimethyl-5-(2propenyl)-lH-[l]benzopyrano[3,4- 
f|quinoline-10-carboxylic acid. 
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7. A compound according to Claim 2 where R\ is -Li-R A , Li is -C(X)X' % X and X' 
are -O, and Ra is alkyl of one to twelve carbons that can be optionally substituted. 

8. A compound according to Claim 7 selected from 
methyl 2.5-dihydro-2,2,4-trimethyl-5-(2-propen^ 
fJquinoline-lOcar boxy late and 

methyl 2,5-dihydro-5-phenyl-2,2 Atrimethyl- lH-[l]benzopyrano[3 t 4-f]quinoline- 
5 10-carboxylate. 

9. A compound according to Claim 2 where Ri is -Li-Ra. Li is -X'C(X)-, X and X 1 
are -O-, and Ra is alkyl of one to twelve carbons that can be optionally substituted. 

10. A compound according to Claim 9 that is 
2,5-dihydro-2,2,4-trraethyL 

acetate (ester). 

11. A compound according to Claim 2 where Ri is -Li-Ra, Li is a covalent bond and 
Ra is alkyl of two to twelve carbons that can be optionally substituted. 

12. A compound according to Claim 1 1 selected from - 
10^thyl-2,5-dihydro-2,2,4-trime 

2,5-dihydro-2,2 t 4,10-tetrametoyl-5-phenyI-lH-[l]benzopyrano[3Af]quinoline, 
5-(3,5-dichlorophenyl)- 1 0-ethyl-2,5-dihydro-2,2,4-trimethyl- 1 H- 
5 [l]benzopyrano[3,4-f]quinoline, 

2 f 5-dihydro-2,2,4«trimethyl-5-(2-propenyl)-lH-tl]benzopyrano[3Anquinoline- 
10-methanol, 

2 t 5-dihydro-10-(2-hydroxymethyl)-5-(3-propenyl)-2,2,4-trimethyl-lH- 
[ l]benzopyrano[3,4-f]quinoline, 
10 2 t 5-dihydro-10-aminomethyl-5K3-propenyl)-2,2Atriraethyl-lH- 
[ l]benzopyrano[3,4-f|quinoline, 

2,5-dihydro-10-methoxymethyl-5-(3-propenyl)-2 t 2,4-trimethyHH- 
[l]benzopyrano[3,4-f]quinoline, 

2^-dihydro-10-(hydroxymethyl)- 5-phenyl-2 T 2,4-trimethyl-lH- 
15 [l]benzopyrano[3,4-f]quinoline, and 

2,5-dihydro- 1 0-(methoxyme thyl)-5-phenyl-2,2,4-trimethyl- 1 H-[ 1 ] benzopyrano[3,4- 
fjquinoline. 
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A compound according to Claim 2 where R\ is -Li-R A , Li is a covalent bond, and 
Ra is alkenyl of two to twelve carbons that can be optionally substituted. 



A compound according to Claim 13 selected from 

10-ethenyl-2,5-dihydro-2,2At^ 
fjquinoline. 

2,5-dihydro-10-ethenyl-5-phenyl-2,2,4^ 
fjquinoline, 

2,5-dihydn>-10-ethenyl-5-oxo 

5-(3-cyclohexenyl>2,5-dihydro-10-ethenyl-2,2,4-trimethyl.lH- 
[l]benzopyrano[3,4-fJquinoline ? and 
2^-dihydro- 10-ethenyl-54 1-me^ 
[l]benzopyrano[3,4-f]quinoline. 

A compound according to Claim 2 where Ri is -Li-R A , Li is a covalent bond and 
Ra is alkynyl of two to twelve carbons that can be optionally substituted. 

A compound according to Claim 15 selected from 

10-ethynyl-2,5-dihydro-10-methoxy-2,2,4-trimethyl-5-(2-propenyl)-lH- 

[l]benzopyrano[3,4-f]quinoline and 

2,5-dihydro-10-ethynyl-5-phenyl-2.2^ 

fjquinoline. 

A compound according to Claim 2 where Ri is -Li-R A , Li is a covalent bond and 
Ra is -OH, halo, heterocycle, -CN, -CO2H, or -CHO. 

A compound according to Claim 17 selected from 
2>dihydro-2,2,4-trimethyl-5-phenyl-lH-[l]benzo 

5-(3,5-dichlorophenyl)-2,5-dihydro-2,2 f 4-trimethyl-lH-[l]benzopyrano[3,^ 
f]quinolin-10-ol, 

2,5-dihydro-2,2,4-trimethyl-5-(2-propenyl)^^ 
olin-10-ol, 

(10-chloro-9-hydroxy-5-(3-propenyl).2,2,4-trimethyl-lH-2,5-dihydro- 
[l]benzopyrano[3,4-f]quinoline, 

10-chloro-9-hydroxy-5-phenyl-2,2,4-trimethyHH-2,5-dihydro- 
[l]benzopyrano[3,4- fjquinoline, 
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10^hloro-9-hydroxy-5-(3-^^ 
[l]benzopyrano[3,4-f]quinoline, 
10<hloro-9-hydroxy-5-(3,5-dimethylphenyl^^ 
[l]benzopyrano[3,4-f]quinoIine, 

rel-(5S, 37?)-9-hydroxy- 10-methoxy-5-[ l-hydroxymethyl-3-cyclohexenyl]-2,2 f 4- 
trimethyl-2,5-dihydro- lH-[ l]benzopyrano[3,4-fjquinoline, 

(-) 2,5(S)-dihydro-9-hydroxy- 10-chloro-2 t 2 > 4.trimethyl-5-(3S-cyclopenteny 1)- 1H- 
[ 1 ]benzopyrano[3,4-f]quinoiine, 
(-) 2,5(S>dihydro-9-hydroxy-l(^^ 
[ l]bera opyrano[3,4-f]quinoline, 
10^hloro-9-hydroxy-5-(3,5-dichlorophenyl)-2^^ 
[ l]benzopyrano[3,4-f]quinoIine, 

(+H5R, 3'S) 2,5-dihydro-9-hydroxy-10-chloro-2 f 2 # 4-irimethyl-5-(3- 
cyclopentenyl)-lH-[l]benzopyrano[3,4-f]quinoline, 
(+)-(5R, 3*R)2,5-dihydro-9-hydroxy- 10-chloro-2 t 2,4-trimethyl-5-(3- 
cyclopentenyl)-lH-[l]benzopyrano[3,4-f]quinoUne, 
10-chloro-9-hydroxy-5-(3,4-dinuorophenyl^^ 
[ l]benzopyrano[3,4-f]quinoline, 
10^hloro-5-(3-propenyl)-2,2,4-tr^^ 
fjquinoline, 

(+/-) 2,5-dihydro-10-chloro-2,2,4-t^^ 
fjquinoline, 

2,5-dihydroO0-(2-furanyl)-5-(3-^^ 
fjquinoline, 

2,5-dihydro-10-cyano-5-(3-propenyl)-2,2,^^ 
fjquinoline, 

2,5-dihydro-10-carboxy-5-(3-propenyl^^ 
fjquinoline, 

2,5-dihydro-10-formyI-5-(3-^ 
fjquinoline, 

2^-dihydro- 10-formyl-5-phenyl-2,2,4-trimethyHH-[ 1 ]benzopyrano[3,4- 
fjquinoline, 

Z-5-(3-fluorobenzylidenyl)- 10-chloro-9-hydroxy-2,2,4-trimethyl-2,5-dihydro- 1 H- 
[ l]benzopyrano[3,4- fjquinoline, 

Z-10s;hIoro-9-hydroxy-5-(2-picoIinylideny^ 
[ l]benzopyrano[3,4- fjquinoline. 
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rW-tfS^R^-hydroxy-S-tl-meto^^ 
trimethyl-2,5-dihydro- 1 H-[ 1 ] benzopyrano[3,4-flquinoIine, 
2^-dihydro-9-hydroxy-10-chloro-2 t 2,^ 
[l]benzopyrano[3,4-f]quinoline, 

9-hydroxy- 10-chloro-5-(pheny lmethylene)-2,2 t 4- trimethyl- 1 H-2 t 5-dihydro- 

[l]bcnzopyranot3 t 4-f]quinoline, and 

2,5^ydro-9-hydroxy-10-chloro-2,2,^ 

[l]benzopyrano[3,4~f]quinoline. 

2,5-dihydro-7-bromo-9-hydroxy-10^ 

[ l]benzopyrano [3 ,4-f]quinoline, 

2,5-dihydro-9-hydroxy-10-chloro-2 t 2,4.trimethyl-5-([2-N t N- 

dimethylcarbamoyloxy]phenyl)-lH-[l]benzopyrano[3Af]quinoline, 

2 t 5-dihydro-9-hydroxy-10-chloro-2,2,4-t^^ 

flquinoline, 

2,5-dihydro-9-hydroxy- 10-chloro-2,2,4-trimethyl-5-isopropyl- 1H- 
[l]benzopyrano[3,4-Qquinoline, 

2,5-dihydro-9-hydroxy- 10-chloro-2 T 2,4-trimethyl-5-butyi- lH-[l]benzopyrano[3,4- 
flquinoline, 

2,5-dihydro-9-hydroxy- 10-methoxy^ 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy- 10-chloro-2,2 ,4-trimethyl-5-(2-methylpropyl)- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxymethyl- 1 0-chloro-2,2,4-trimethyl-5-ally 1- 1 H- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5~dihydro-9-hydroxy- 10-chloro-2,2,4-trimethyl-5-propyl- 1 H- 
[l]benzopyrano[3,4-f]quinoline, 
9-hydroxy- 10-chloro-5-([2-pyri 
[l]benzopyrano[3,4-f]quinoline, 

rel-(5S)-9-hydroxy-5-[(3S)-(l-hydroxymethyl)cyclohexen-3-yl]- 10-chloro-2,2 t 4- 

trimethyl-2,5-dihydro- 1 H-[ 1 ] benzopyrano[3,4-f]quinoline, 

(-) (5S,3'S) 2,5-dihydro-9-hydroxy-10-chloro-2 t 2,4-triraethyl-5-(l- 

methylcyclohexen-3-y 1)- lH-[ l]benzopyrano[3,4- flquinoline, 

(-) (5S,3'R) 2,5-dihydro-9-hydroxy-10-chloro-2,2,4-trimethyl-5-(l- 

methylcyclohexen-3-y 1 )- 1 H-[ 1 ]benzopyrano[3,4-flquinoline, 

(+) (5R,3'S) 2,5-dihydro-9-hydroxy-10-chloro-2,2,4-trimethyl-5-(l- 

methylcyclohexen-3-yl)-lH-[l]benzopyrano[3,4- flquinoline. 
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(+) (5R3*R) 2^-dihydro-9-hydroxy-10^Woro-2 t 2 t 4-trimethyU5-(l- 
methylcycIohexen-3-y 1)- 1 H-[ 1 ]benzopynmo[3,4-f]quinoline, 
(+/-) 2^-dihydro-9-(4-N,N-dimethylamino-4-ox^ 
trimethyl-5-allyl- lH-[ l]benzopyrano[3,4-f]quinoline, 
(-) 2^-dihydro-9-hydroxy-10^hloro-2,2,^ 
[l]benzopyrano[3,4-f]quinoiine, and 

(+/-) 2 t 5-dihydro-9-hydroxy- 10-chloro-2,2,4-trimethyl-5-benzyl- 1H- 
[ 1 ]benzopyrano[3 t 4-f]quinoline. 

19. A compound according to Claim 2 where R\ is -Li-Ra, Li is O and Ra is alkenyi of 
three to twelve carbons that can be optionally substituted. 

20. A compound according to Claim 19 that is 

2,5-dihy dro-2,2 ,4-trime thyl-5-phenyl- 1 0-(2-propenyloxy)- 1 H-[ 1 ]benzopyrano[3,4- 
flquinoline. 

21. A compound according to Claim 2 where R\ is -Li-Ra, Li is O and Ra is alkynyl 
of three to twelve carbons that can be optionally substituted. 

22. A compound according to Claim 21 that is 

2, 5-dihydro-2,2,4-trimethyl-5-phenyl- 10-(2-propynyloxy)- lH-[ l]benzo 
pyrano[3,4-f]quinoline. 

23. A compound according to Claim 2 where Ri is -Li-Ra, Li is -X'CQQX"-, X, X' 
and X" are O. 

24. A compound according to Claim 23 that is 
5-(3^-dichlorophenyl)-2,5-dihydro^^ 
f]quinolin- 1 0-yI] me thy Icarbonate. 

25. A compound according to Claim 1 of Formula m 
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HI, 



or a pharmaceutically acceptable salt or prodrug thereof, where 
Ri, R2, R3. R4» Rs» R6, and L2, are defined above. 

26. A compound according to Claim 25 where R\ is -Li-Ra, Li is -O-, and Ra is alkyl 
of one to twelve carbons that can be optionally substituted. 

27. A compound according to Claim 26 that is 

10-(bromodifluoromethoxy)-5-phenyl-2,2-dimethyl-4-methylene-2,3,4,5- 
tetrahydro-lH-chromenot3,4-f]quinoline. 

28. A compound according to Claim 1 of Formula IV 



or a pharmaceutically acceptable salt or prodrug thereof, where 
Y is nitrogen or N+(=0), and 

Rl, R2. R3* R4* Rs* 1*6. and L2, are defined above. 

29. A compound according to Claim 28 where Ri is -Li-Ra, Li is -O-, and Ra is alkyl 
of one to twelve carbons that can be optionally substituted. 

30. A compound according to Claim 29 selected from 




IV, 
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2,5-dihydro- 10-methoxy-2,2,4-trimethyl^H)xide-5-phenyl- lH-[l]benzopyrano[3,4- 
Qquinazoline and 

2>dihydro-10-methoxy-2,2,4.trime^ 
Qquinazoline. 

31. A compound according to Claim 1 of Formula V 




or a pharmaceutical acceptable salt or prodrug thereof, where 

Rl, R2» Rj» R4* R5. R6. and L2, are defined above. 

Rid and R17 are independently hydrogen or alkyl of one to six carbons; and 

Rig and Ris» are independently hydrogen or alkyl of one to six carbons; or 
Rl8 and Ris* together are a cycloheteroalkyl ring or a cycloalkyl ring of three to 
eight carbons; 

32. A compound according to Claim 3 1 where Ri is -Li-R A , Li is -O, and Ra is alkyl 
of one to twelve carbons that can be optionally substituted. 

33. A compound according to Claim 32 selected from 

2,5-dihydro-10-methoxy-2 f 2-[spiro(t^ 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-2,2-^^ 
fjquinoline, 

2>dihydro-10-methoxy-2,2-diethyl-4-me%^ 
fjquinoline, 

2^-dihydro-10-methoxy-2,23,4-teti^^ 
fjquinoline. 
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2,5-dihydro- 1 0-methoxy-2,2-dimethyl-4-ethyl-5-ally 1- 1 H-[ l]benzopyrano[3,4- 
flquinoline, and 

2,3-dihydro- 10-methoxy-2,2 t 3-u™ 
fjquinoline. 

A compound selected from 

2,5-dihydro-10-raethoxy-2,2,4^ 

f]quinolinelH-[l]benzopyrano[3,4-Qquinoline, 

2,5-dihydro- 10-methoxy-2 t 2,4-uimethyl-5-(2-propenyl)- 1 H-[ 1 ]benzopyrano[3,4- 
fjquinoline, 

2,5-dihydro-2,2,4,N-tetramethyl-5-(2^^ 
fjquinolin- 10- amine, 

methyl 2,5-dihydro-2,2,4-trimethyl-5-(2-propenyl)-lH-[l]benzopyrano[3,4- 
fjquinoline- 10-carboxy late, 

10-ethenyl-2,5-dihydro-2,2,4-trimethyl-5-(2-propenyl)-lH-[l]benzopyrano[3,4- 
flquinoline, 

10-ethynyl-2,5-dihydro- 10-methoxy-2,2,4-trimethyl-5-(2-propenyl)- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-2,2,4-trimethyl-5-phenyl-lH-[l]benzopyrano[3,4-f]quinolin-10-ol, 

10-(difluoromethoxy)-2,5-dihydro-2,2,4-trimethyl-5-(2-piX)penyl)-lH^ 

tl]benzopyrano[3,4-f]quinoline, 

10-ethoxy-2,5-dihydro-2,2,4-trimethyl-5-phenyl-lH-[l]benzopyrano[3,4- 
fjquinoline, 

2,5-dihydro-2,2,4.trimethyl-5-phenyl-lH-[l]benzopyrano[3,4-f]quinoline-10-ol 
acetate (ester), 

5-(3-bromo-5-methylphenyl)-2,5-dihydro- 10-methoxy-2,2,4~trimethyl- 1H- 
[ l]benzopyrano[3,4-f]quinoline, 

3^2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH-[l]benzopyrano[3,4-nquinolin-5- 
yl)phenoLacetate (ester), 

3-(2,5-dihydro- 10-methoxy-2,2,4-trimethyl- lH-[ l]benzopyrano[3,4-f]quinolin-5- 
yl)phenol, 

2,5-dihydro-10-methoxy-2,2,4-trimethyl-5-[[3-(methylthio)methoxy]phenyl]-lH- 
[l]benzopyrano[3,4-f]quinoline, 

[3-(2,5-dihydro- 10-methoxy-2,2,4-trimethyl- 1 H-[ 1 ]benzopyrano[3,4-f]quinolin-5- 
yl)phenyl] dimethylcarbamate, 

5-[3-(2-furanyl)-5-methylphenyl]-2,5-dihydro-10-methoxy-2,2,4-trimethyl- 
lH-[l]benzopyrano[3,4-f]quinoline, 
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2,5-dihydro-lO-metto^^ 
1 H-[ l]benzopyrano[3,4-f]quinoline t 
2,5-dihydrcH 10-methoxy-2,2,4-t^ 
[l]benzopyrano[3,4-f]quinoline, 

5-(3,5-dichlorophenyl)-2,5-dihydro- 10-methoxy-2,2,4-trimethyl- 1H- 

[ 1 ]benzopyrano[3,4-f]quinoline, 

5-butyl-2 t 5-dihydro-10-me*^ 

f]quinoline, 

2,5-dihydro- 10-methoxy-2 f 2,4-trimethyl-5-[3-(trifluoromethyl)phenyl]- 1H- 
[ l]benzopyrano[3,4-f]quinoline, 
2,5^ihydro-10-methoxy-5-(4-methox^ 
[ l]benzopyrano[3,4-f]quinoline, 

5-(3-chlorophenyl)-2,5-dihydro-I0-methoxy-2,2,4-trimethyl-lH- 
[ l]benzopyrano[3,4-f]quinoline t 

2,5-dihydro-10-methoxy-2 t 2Atrimethyl-5-(3-methylphenyl)-lH- 

[l]benzopyrano[3,4-f]quinoline, 

(± )-2,5-dihydro-10-methoxy-2,2,4-rt^ 

fjquinoline, 

(± )-2^-dihydro-10-methoxy-2,2Atrime^^ 

fjquinoline, _ 

5-(3,5-dimethylphenyl)-2 t 5-dto^^ 

[ l]benzopyrano[3,4-f]quinoline f 

5-(4-chlorophenyl)-2 f 5-dihydro-10-methoxy-2»2,4-trimethyl-lH- 
[l]benzopyrano[3,4- fjquinoline, 

5-(3,4-dimethylphenyl)-2,5-dihydro- 10-methoxy-2,2,4-triinethyl- 1 H- 

[l]benzopyrano[3,4-f]quinoline, 

5-(4-fluorophenyl)-2,5-dihydro-10-m^ 

[l]benzopyrano[3,4-f]quinoline, 

5-[3,5-bis(trifluoromethyl)pte^^ 

[ 1 ] benzopyrano[3, 4- fjquinoline, 

(-)-5-(3,5-dichlorophenyl)-2,5-dihydro-10-methoxy-2,2 t 4-lrimethyMH- 
[l]benzopyrano[3,4-f|quinoline, 
(+)-5-(3,5-dichlorophenyl)-2,5-dihydro-l^ 
[ 1 ] benzopyrano [3 ,4-f]quinoline, 

5-(3,5-difluorophenyl)-2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH- 
[l]benzopynino[3,4- fjquinoline, 
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2,5-dihydro- 10-methoxy-2,2,^ 
fjquinolin-5-amine, 
(-)2,5-dihydro-10-methoxy-2,2 f 4-tri^ 
[ l]benzopyrano[3,4-f]quinoline, 

(+)-2,5-dihydro- 10-raethoxy-2,2 t 4.trimethyl-5-(2-propenyl)- 1H- 

[l]benzopyimo[3,4~f]quinoline, 

2 t 5-dihydro- 10-methoxy^ 

4- (2,5-dihydro-10-methoxy-2,2,4-t™^ 
yl)-N,N-dimethylbenzenamine, 
2 f 5-dihydro-10-methoxy-2,2,4-trimeft^^ 
lH-[l]benzopyrano[3,4-f]quinoline, 

2 t 5-dihydro-10-methoxy-2 f 2,4-trimethyl-5-(5-propyl-2--thienyl)- 
1 H-[ l]benzopyrano[3,4-f]quinoline f 

2,5-dihydro-10-methoxy-2 t 2,4-trimethyl-5-[4-(l-morpholinyl)phenyl]- 
lH-[l]benzopyrano[3,4-f]quinoline, 

l«(2 t 5-dihydro-10-methoxy-2,2,4-trimethyl-lH-[l]benzopyrano[^ 

5- yl)-3,3-dimethyl-2-butanone, 
2,5-dihydro-10-methoxy-2,2,4.trime^ 
carbonitrile, 

1- (2,5-dihydro- l<>methoxy-2^ 
5-yl)-2-propanone, 

methyl-2,5-dihydro-10-methoxy-2,2 f 4-^ 
f]quinoline-5-acetate, 

2- (2,5-dihydro-10-methoxy-2,2Atrimet^^ 
5-yl)- 1-phenylethanone, 
5-[2-(chloromethyl)-2-propenyl]^ 
lH-[l]benzopyrano[3,4-f]quinoIine, 
2,5-dihydro-10-methoxy-2,2^trime^ 
f]quinoIine-5-propanol, acetate (ester), 
2,5-dihydro-10-methoxy-2,2Atrimet^ 
[l]benzopyrano[3,4-f]quinoline, 

5-(3-fluoro-4-methylphenyl)-2,5-dihydro- 1 0-methoxy-2,2,4- trimethyl- 1 H- 
[l]benzopyrano[3,4-f]quinoline, 

5-(3-bromopheny l)-2,5-dihydro- 1 0-methoxy-2,2,4-trimethyl- 1 H- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-2,2,4- trimethyl-5-(phenyimethyl)- 1H- 
[ l]benzopyrano[3,4-f]quinoline. 
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2,5-dihydro- 10-methox^ 
Qquinoline, 

5-(4-fluorophenyl)-2,5-dihydro- 10-methoxy-2,2,4-trimethyl- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

5-(3-nuorophenyl)-2,5-dihydro- 10-methoxy-2,2,4-triinethyl- 1H- 
[ 1 ]benzopyrano[3 ,4-f]quinoline, 
2,5-dihydro-10-methoxy-2,2,4 f 5-tetr^^ 
2,5-dihydro-10-methoxy-2 t 2,4-trimethyl-5-(l-methylethyl)-lH- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-2, 2,4-trimethyl-5-(2-methylpropyl> 1 H- 
[ l]benzopyrano[3,4-f]quinoline, 

5-ethyl-2,5-dihydro-10-methoxy-2,2At^ 
fjquinoline, 

2,5-dihydro- 10-methoxy-2,2,4-trimethyl- lH-[l]benzopyrano[3 f 4-f]quinoline-5- 
carboximidic acid ethyl ester, 

2,5-dihydro-10-methoxy-2,2,4-trimethyI-(-methylene lH-[l]benzopyrano[3,4- 

f]quinoline-5-propanol, 

2,5-dihydro- 10-methoxy-2,2,4,N,N^ 

f]quinoline-5-acetamide, 

2,5-dihydro-10-methoxy-2,2,4,N,N-pen^ 

f]quinoline-5-ethanamine, 

N-cyclopropyl-2,5-dihydro-10-metto^ 

f]quinoline-5-acetamide, 

2,5-dihydro-I0-methoxy-2,2,4-trimet^ 

fjquinoline, 

5-(2>dihydro-10-methoxy-2,2,4-trime^ 
yl)-2(5H)-furanone, 

5-(3-butenyl)-2,5-dihdyro- 10-methoxy-2,2 f 4-trimethyl- lH-[ l]benzopyrano[3,4- 
flquinoline, 

2,5-dihydro- 10-methoxy-2,2,4-tri^ 
propanol, 

10-ethyl-2,5-dihydro-2,2,4-trimethyl-5^^ 
2,5-dihydro-2,2,4,10-tetrametayl-5-phenyl-lH-[l^^ 
5-(3,5-dichlorophenyl)-10-ethyl-2,5-dih^ 
[3,4-flquinoline, 

5-(3,5-dichlorophenyl)-2,5-dihydro-2,2,4,N^ 
flquinolin- 1 0- amine, 
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5-(3,5-dichlorophenyl)-2,5-dihydro-2,2^ 
[l]benzopyrano[3,4-f]quinolin-10-amine f 

2,5-dihydro-2.2,4-trimethyi-5-phenyl- 10-(2-propynyloxy)- 1 H-[ 1 ] benzo 
pyrano[3,4-f]quinoline, 

2,5-dihydro-2,2,4-trimethyl-5-phenyl- 10-(2-propenyloxy)- 1 H-[ l]benzopyrano[3,4- 
flquinoline, 

2,5-dihydro-2,2,4-trimethyl-5^ 
10- methanol, 

2,5-dihydro-2 t 2,4-trimethyl-5-(2propenyl)- lH-[ l]benzopyrano[3,4- 
f]quinoline-10-car boxy lie acid, 

5-(3,5-dichlorophenyl)- 10-ethoxy-2,5-dihydro-2,2 ,4-trimethyl- 1H- 
[ 1 ] benzopyrano [3 ,4-fJquinoline, 
5^3,5-dichlorophenyl)-2,5-dihydi^^ 
f]quinolin-10-ol, 

5-(3,5-dichlorophenyl)-2,5-dihydi^ 
flquinolin- 1 0-yl]methy Icarbonate, 
2,5-dihydro-2,2,4-trimethyl-5-(2-pro^^ 
olin-10-ol f 

10-(bromodifluoromethoxy)-2,5-dihyro^^ 
[l]benzopyrano[3,4-f]quinoline, 

[3-(2,5-dihydro- 10-methoxy-2,2,4-trimethyl- lH-[ 1 ]benzopyrano[3,4-f]quinolin-5- 
yl)phenyl] methylcarbonate, 

2 t 5-dihydro- 1 0-methoxy-5-(3-methoxyphenyl)-2,2,4-trimethyl- 
lH-[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-2,2,4-trimethyl-5-[3-(2-propenyloxy)phenyl]- 

lH-[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-2,2,4-t^ 

1 H- [ 1 ] be nzopy rano [3 ,4-f] quinoline, 

5-[3-(cyclopropylmethoxy)ph^ 

lH-[l]benzopyrano[3,4-f]quinoiine, 

2,5-dihydro-10-methoxy-2,2,4-trime^ 

lH-[l]benzopyrano[3,4-f]quinoline f 

5-(3-hexyloxyphenyl)-2,5-dihydro-10-methoxy-2,2,4-trimethyl- 
lH-[ l]benzopyrano[3,4-f]quinoline, 

5-[3-(2,4-dinitrophenoxy)phenyl]-2,5-dihydro-10-methoxy-2,2,4-trimethy^ 
lH-[l]benzopyrano[3,4-f]quinoline t 

2,5-dihy dro- 1 0-methoxy-2,2,4-trimethy l-5-[3-(2-propynyloxy)phenyl]- 
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lH-[l]benzopyrano[3,4-f]quinoline, 

3- (2,5^ihydro-10-methoxy-2,2,4-trime^ 
5-yl)phenol 4-methylbenzenesulfonate (ester), 

4- (2,5-dihydro-10~methoxy-2,2,4-trim^ 

5- yl)phenolacetate (ester), 

4- (2,5-dihydro- 10-methoxy-2,2A 

5- yl)phenol, 

2,5-dihydro-10-methoxy-2,2,4-trimethy^ 
lH-[l]benzopyrano[3,4-f]quinoline, 

[4-(2,5-dihydro- 10-methoxy-2,2,4-trimethyl- lH-[l]benzopyrano[3,4-f]quinolin- 
5-yl)phenyl] dimethylcarbamate, 

2^-dihydro-10-methoxy-2,2,4-trimethyl-5-[4-(phenylmethoxy)phenyl]- 
lH-[l]benzopyrano[3,4-f]quinoline, 
2,5-dihydro- 1 0-methoxy-2,2,4-trimethyl-5-[3-(methoxym 
[ 1 ]benzopyrano[3,4-f]quinoline, 
[(2,5-dihydro-10-methoxy-2,2,4-trimethyl-m 
yl)phenyl] 1-morpholinecarboxylate, 
2,5-dihydro-10-methoxy-2,2,4-trimet^ 
1 H-[ 1 ]benzopy rano[3,4-l]quinoline, 

O-[3^2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH-[l]benzopyrano[3,^ 
f]quinolin-5-yl)phenyl] ester, 

2,5-dihydro- 10-methoxy-2,2,4-trimethyl.5-[3-(methylthio)phenyl]- 1H- 
[ l]benzopyrano[3,4-f]quinoline, 

0[3-(2,5-dihydro-10-methoxy-2,2,4-trimethyI- lH-[ l]benzopyrano[3,4- 
f]quinolin-5-yl)phenyl] methylcarbonothioate, 
[3-(2,5-dihydro-10-methoxy-2,2,4-trime 
5-yl)phenyl] trifluoromethanesulfonate, 

5-[3K4 t 5-dihydro-4,4-dimethyl-2-oxazolyl)phenyl]-2,5-dihydro-10-methoxy- 
2,2,4- trimethyl- 1 H-[ l]benzopyrano[3,4-f]quinoline, 
ethyl 3-(2,5-dihydro-10-methoxy-2,2,4-trimethyMH-[l]benzopyrano[3,4- 
f]quinolin-5-yl)benzoate, 

3-(2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH-[l]benzopyrano[3,4-nquinolin-5- 
yDbenzoic acid, 

2,5-dihydro- 10-methoxy-2,2,4-tri^ 
lH-[l]benzopyrano[3,4-flquinoline, 

1 -[3-(2,5-dihydro- 1 0-methoxy-2,2,4-trimethyl- 1 H-[ 1 ]benzopyrano[3,4-f]quinolin- 
5-yl)-5-methylphenyl]ethanone, 
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3-(2,5-dihydro- 1 0-methoxy-2,2 Atrimethyl- lH-[ 1 ]benzopyrano[3 Af]quinoiin-5- 
yl)-5-trimethylbenzenemethanol, 

5-[3-(2-furanyl)phenyl]-2 f 5-dihydro-10-methoxy-2 t 2,4-trimethyl- 
lH-[l]benzopyrano[3,4-f]quinoline, 

2, 5-dihydro- 1 0-methoxy-2,2,4-trimethyl-5-[3-methyl-5-( 1 H-pyrrolidin- 1 - 
yl)phenyl]-lH-[l]benzopyrano[3,4-f|quinoline f 
3-(2,5^ihydro-10-methoxy-2,2/i-trim^ 
5-methyl)-5,N-dimethylbenzenamine, 

3-(2,5-dihy dro- 1 0-methoxy-2,2,4-trimethyi- 1 H-[ 1 ] benzopyrano[3,4-flquinolin-5- 
yl>5-methyl-N-(2-propenyl)benzamide, 
3-(2,5^ihydro- 1 0-methoxy-2,2,4-tri^ 
5-yl)-N-(2-methoxyethyl)-5-methylbenzenamine t 

3-(2,5-dihydro- 1 0-methoxy-2,2 Atrimethyl- 1 H- [ 1 ] benzopyrano[3,4-f]quinolin- 
5-yl>N-(2-propenyl)benzenamine t 

N-[3-(2,5-dihydro- 10-methoxy-2,2,4-trimethyl- lH-[ l]benzopyrano[3,4- 

f]quinolin-5-yl)-5-methylphenyl]-N,N-dimethylurea, 

N-[3-(2,5-dihydro- 10-methoxy-2,2,4-trimethyl- lH-[l]benzopyrano[3,4- 

f]quinolin-5-yl)phenyl]benzenemethanamine, 

5-[(3,5-dichlorphenyl)methyle^ 

[l]benzopyrano[3,4-f]quinoline, 

5-[(4-chlorophenyl)methylene]^ 

[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-2,2,4-trimethyi-5-[[3- 

(trifluoromethyl)phenyl]methylene]- lH-[ l]-benzopyrano[3/Klquinoline, 
5-[(2,6-difluorophenyl)methylene]-2,5-dihydro- 1 0-methoxy-2,2,4- trimethyl- 1 H- 
[ l]benzopyrano[3,4-f]quinoIine, 

5-[(2-chlorophenyl)methylene]-2,5-dihydro-10-methoxy-2,2,4-trim 
[l]benzopyrano[3,4-f]quinoline, 
5-[(2,6-dichlorophenyl)methyle^^ 
[ 1 ] benzopy rano [ 3 ,4-f]quinoline, 

5-t(2-fluoit>phenyl)methylene]-2,5-dihydro-10-methoxy-2,2Atriraethyl-lH- 
[l]benzopyrano[3,4-f]quinoline, 

2,5^ihydro-10-methoxy-2,2 t 4-trimethyl-5-[(4,5-dihydro^,4^imethyl-2^ 

oxazolyl)methylene]-lH-[l]benzopyrano[3,4-f]quinoline, 

2 f 5-dihydro-l(^methoxy-2,2Atrimethyl-5^ 

[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-2,2v4-trimethyl^ 
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Qquinoline, 

255 2 t 5-dihydro-9 ? 10-diraethoxy-2,2,4-trimethyl-5-(2-propenyl)- 1H- 

[l]benzopyrano[3,4-f]quinoline, 
5-(2^yclohexen-l-yl)-2,5-dihydro-9,10-dim^ 
[ l]benzopyrano[3,4-fIquinoline f 

2,5-dihydro- 10-methoxy-5-(3-methyl-3-butenyl)-2 t 2,4-trimethyl- 1H- 
260 [l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(5,5-dimethyl-3-cyclohexenyl)-2 t 2,4-trimethyl- 1 H- 
[l]benzopyrano[3 f 4-f]quinoline, 

re I (5R,2'R) 2,5-dihydro-10-methoxy-5-(2-oxo-3-tetrahydropyranyl)-2,2 t 4- 
trimethyl-lH-[l]benzopyi^o[3,4-f]quinoline, 
265 anri(5R, 2*S) 2,5-dihydro- 10-methoxy-5-(2-oxo-3-tetrahydropyranyl)-2 f 2,4- 

trimethyl- 1 H-[ 1 ]benzopyrano[3,4-f]quinoline, 
2,5-dihydro- 10-methoxy-5-(3-cycIopentenyl)-2,2,4-trimethyl- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(3-cyclohexenyl)-2,2,4-trimethyl- 1H- 
270 [l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(3-butenyl)-2,2,4-t^ 
flquinoline, 

2,5-^ydro-10-methoxy-5-(l-ethenyl-l-cyclohexyl)-2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4-f]quino!ine, 
275 2,5-dihydro- 10-meihoxy-5-(4,4-dimethylOs:yclohexenyl)-2 t 2,4-trimethyl- 1 H- 

[l]benzopyrano[3,4-f]quinoline, 
2,5-dihydro-10-methoxy-5-(l-methylene-2^ 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(l-oxo-2-cyclohexyl)-2,2,4-trimethyl-lH- 
280 [l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(3-cyclooctenyl)-2,2,4-trimethyl- 1H- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(3-cycloheptenyl)-2 t 2 f 4-trimethyl- 1H- 
[ l]benzopyrano[3,4- f]quinoline, 
285 2,5-dihydro- 1 0-methoxy-5-( 1 -cyclohexenylmethyl)-2,2 1 4-trimethyl- 1 H- 

[ 1 ]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 1 0-meihoxy-5-(3,3-dimelhy l-6-cyclohexenyl)-2,2,4-trimethyi- 1 H- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-melhoxy-5-(2-bromo-3-propenyl)-2,2,4-trimethyl- 1H- 
290 [ l]benzopyrano[3,4-flquinoline, 
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r<?/(5R,3'R) 2,5-dihydro-10-methoxy-5Kl-hydroxymethyl-3-cyclohexenyl)-2,2,4- 
triraethyl- 1 H-[ 1 ]benzopyrano[3,4-f]quinoline, 

re/(5R,3'S) 2,5-dihydro-10-methoxy-5-(l-hydroxymethyl-3-cycIohexenyl)-2 t 2,4- 
trimethyl- 1 H-[ 1 ]benzopyrano[3,4-f]quinoline, 
2,5^hydro-10-methoxy-5-(3-hydroxymethyl-3-cyclohe 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(3-indolyl)-2,2 ,4-trimethyl- lH-[ l]benzopyrano[3,4- 
flquinoline, 

rel (5S,3' S) 2,5-dihydro- 10-methoxy-5-( l-methyl-3-cyclohexenyl)-2,2 ,4-trimethyl- 
lH-[l]benzopyrano[3,4-f]quinoline, 

rel (5R,3*S) 2,5-dihydro- 10-methoxy-5-( l-methyl-3-cyclohexenyl)-2,2,4-trimethyl- 
1 H- [ 1 ] benzopyrano [3 ,4-f] quinoline , 

(-) (58,3*8) 2,5-dihyd^o-10-methoxy-5-(^raethylO-cyclohexenyl)-2 > 2,4-trimethy^ 
1 H-[ 1 ]benzopyrano [3,4-f] quinoline, 

(-) (5S, 3*R) 2 t 5-dihydro-10-methoxy-5-(l-hydroxymethyl-3-cyclohexenyl)-2,2,4- 
trimethyl-lH-[l]benzopyrano[3,4-f]quinoline, 

(+) (5R, 3'S) 2,5-dihydro-10-methoxy-5-(l-hydroxymethyl-3-cyclohexenyl)-2 t 2,4- 
trimethyMH-[ l]benzopyrano[3,4-f]quinoline, 

(-M5S, 3'R) 2,5-dihydro-10-methoxy-5-(l-methyI-3-cyclohexenyl).2,2,4- 
trimethyl- 1 H-[ 1 ] benzopyrano[3 ,4-f]quinoline, 

(+)-(5R, 3 ' S) 2,5-dihydro- 1 0-methoxy-5-( 1 -methyl-3-cyclohexenyl)-2,2,4- 
trimethyl- lH-[ 1 ]benzopyrano[3,4-f]quinoline, 
2,5-dihydro-10-methoxy-5-(l-cMoromethylO^ 
[ l]benzopyrano[3,4-f]quinoline, 

rel (5R, 3'R) 2 t 5-dihydro-10-methoxy-5-(l-methoxymethyl-3-cyclohexenyl)-2,2,4- 
triraethyHH-[ l]benzopyrano[3,4-f]quinoline, 

rel (5R, 3'R) 2,5-dihydro- 10- methoxy-5-(l -methylthiomethyl- 3-cyclohexenyl)- 
2 f 2 t 4-trimethyl-lH-[l]benzopyrano[3,4-f]quinoline, 

rel (5R, 3'S) 2,5-dihydro-10-methoxy-5-(l-acetoxymethyI-3-cyclohexenyl)-2,2,4- 
trimethyl- lH-[ l]benzopyrano[3,4-f]quinoline, 

rel (5R, 3*R) 2,5-dihydro-10-methoxy-5-(l-acetoxymethyl-3-cyclohexenyl)-2,2,4- 
trimethy 1- 1 H-[ 1 ] benzopy rano[3 ,4-f]quinoline, 

rel (5R, 3'R) 2,5-dihydro- 10-methoxy-5-(l-methoxymethyl-3-cyclohexenyl)-2,2,4- 
trimethyl- lH-[ l]benzopyrano[3,4-f|quinoline, 

rel (5R, 3'R) 2,5-dihydro-10-methoxy-5-(l-(N,N-dimethylamino)methyl-3- 
cyclohexenyl)-2,2,4-trimethyl- 1 H-[ l]benzopyrano[3,4-f]quinoline. 
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rel (5R, 3'S) 2^Kiihydro-l(>methoxy-5-(l-methylthiomethyl-3^yclohexenyl)- 
2 t 2 t 4-trimethyHH-[l]benzopyrano[3,4-f]quinoline, 
rel (5R, 3'R) 2^-dihydro-10-methoxy-5-(l-(N.morpholino)methyl-3- 
330 cyclohexenyl)-2,2,4-triniethyl- lH-[ l]benzopyrano[3,4-f]quinoline, 

rel (5R, 3*R) 2,5-dihydro- 10-methoxy-5-(l-(N-methyl-N- 
methylsidfonylamino)methyl-3-cycloh^ 
[ l]benzopyrano[3,4-f]quinoIine, 

rel (5R f 3*S) 2,5-dihydro- 10-methoxy-5-(l-(N,N dimethylamino)methyl-3- 
335 cyclohexenyl)-2,2,4-trimethyl- lH-[ l]benzopyrano[3,4-f]quinoline, 

rel (5R, 3'R) 2 f 5-dihydro-10-raethoxy-5-(l-(N-methylamino)methyl-3- 
cyclohexenyl)-2 t 2Atrimethyl-lH-[l]benzopyrano[3,4-nqu^oline, 
2,5-dihydro- 10-methoxy-5-(2-methyl-3-propenyl)-2,2,4-trimethyHH- 
[l]benzopynuio[3,4-f]quinoline, 
340 2,5-dihydro-10-methoxy-5-(l,3-butadi^^ 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(2-carbomethoxy-3-propenyl)-2,2,4-trimethyl-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-( l,2-dihydroxy-3-propyl)-2,2,4-trimethy 1-1 H- 
345 [l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(l,2-epoxy-3-propenyl)-2 t 2,4-trimethyl-lH-- 

[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(l-(N-phth^^ 

[l]benzopyrano[3,4-f]quinoline, 
350 2,5-dihydro- 10-methoxy-5-(l-amino-3-propyl)-2,2,4-trimethyl-lH- 

[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(l-(hydrazinocart^ 

lH-[l]benzopyrano[3,4-f]quinoline, 

(£) 2 t 5-dihydro- 10-methoxy-5-(2-carbomethoxy- l-ethenyl)-2,2,4-trimethyl- 1H- 
355 [ l]benzopyrano[3,4-f]quinoline, 

(Z)-2,5-dihydro- 1 0-methoxy-5-( 1 -propeny l)-2, 2,4-trimethyl- 1 H- 
[l]benzopyrano[3,4-f]quinoline, 

(£) 2,5-dihydro- 1 0-methoxy-5-(3-hydroxy- 1 -propenyl)-2,2,4-trimethyl- 1 H- 
[ l]benzopyrano[3,4-f]quinoline, 
360 (£) 2,5-dihydro- 10-methoxy-5-(3-(N,N-dimethylaminocarbonyloxy)- 1-propenyl)- 

2,2,4-trimethyl- 1 H-[ 1 ]benzopyrano[3,4-flquino!ine, 

(£) 2,5-dihydro- 10-methoxy-5-(3-methoxymethoxy-l -propeny l)-2,2,4-trimethyl- 
lH-[l]benzopyrano[3,4-f]quinoline, 
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2,5-dihydro- 10-methoxy-S-(3-hydroxy-3-propenyl)-2,2,4-trimethyl- 1H- 
365 [l]benzopyrano[3,4-f]quinoline, 

methyl 2-(2,5-dihydro- 10-methoxy-2,2 ,4-trimethyl- lH-[ l]benzopyrano[3,4- 
f]quinolin-5-yl) acetyl hydroxamate, 
2-(2,5^ihydro-10-methoxy-2,2,4-trim^ 
yl) acetaldehyde, 

370 2,5-dihydro- 10-methoxy-5-(2-cyclohexyiidenylethyl)-2,2 ,4-trimethyl- 1H- 

[ 1 ]benzopyrano[3,4-f]quinoline, 

2,5-dihydrcHlO-methoxy-5-(2-cyciopentylite^ 

[l]benzopyrano[3,4-f]quinoline, 

2,5-dmydrc>-10-methoxy-5-(2-cycloheptylidenyte^ 
375 [l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(3-methyI-2-butenyl)-2 t 2,4-trimethyHH- 

[ l]benzopyrano[3,4-f]quinoline, 

trans 2,5-dihydro- 10-methoxy-5-(2-butenyl)-2,2 ,4-trimethyl- 1H- 
[ l]benzopyrano[3,4-f]quinoline, 
380 trans 2,5-dihydro- 1 0-methoxy-5-(2-penten- 1 -yl)-2,2,4-trimethyl- 1 H- 

[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 1 0-methoxy-5- (1,1 -difluoro- 1 -propen-3-yl)-2,2,4-trime thyl- 1 H- 
[l]benzopyrano[3,4-f]quinoline, 

(£) methyl 2-(2,5-dihydro-10-methoxy-2,2,4-trimethyl-lH-[l]benzopyrano[3,4- 
385 f]quinolin-5-yl) 2-butenoate, 

(£) 2,5-dihydro-10-methoxy-5-(4-hydroxy-2-buten-l-yl)-2,2,4-trimethyl-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

(£) 2,5-dihydro- 1 0-methoxy-5-(4-(N,N-dimethylaminocarbonyloxy)-2-buten- 1 -yl)- 
2,2,4-trimethyl- 1 H-[ 1 ]benzopyrano[3,4-f]quinoline, 
390 (£) 2^-dihydro- 10-methoxy-5-(4-(N-methylaminocarbonyloxy)-2-buten- 1-yl)- 

2,2,4-trimethyl- 1 H-[ 1 ] benzopyrano[3,4-f]quinoline, 

(£) 2,5-dihydro-10-methoxy-5-(2-butenyl)-2,2,4-trimethyl-lH-[l]benzopyrano[3A 
flquinoline, 

2,5-dihydro-10-methoxy-5-(2-hydroxyethyl)-2,2 f 4-trimethyl-lH- 
395 [l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(2-(N-benzylcarbonyloxy)ethyl)-2,2,4-trimethyl- 1H- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(2-(N-morphoUnocarbonyloxy)ethyl)-2,2,4-trimethyl- 
lH-[l]benzopyrano[3,4-f]quinoline, 
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2,5-dihydro- 10-methoxy-5-(2-(N-(2-methoxyethyO 
trimethyl-lH-[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(2-(N-methyaminocarbonyloxyoxy)ethyl>2,2 t 4- 

trimethyMH-[l]benzopyrano[3,4-f|quinoline, 

2,5-dihydrcKlO-methoxy-5-(2-(N,N-dimethyla 

trimethy 1- 1 H-[ 1 ]benzopyrano[3,4-f]quinoline, 

2^-dihydro-10-methoxy-5-(2-metho^ 

[ l]benzopyrano[3,4-f]quinoline, 

2,5^ihydro-10-methoxy-5-(2,2-dimethyie^^^ 

trimethyl- lH-[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 1 0-methoxy-5- (aminomethyl)-2,2,4- trimethyl- 1 H- [ 1 ] benzopyrano- 
[3,4-fjquinoline, 

2,5-dihydro-10-methoxy-5-(ethoxycarbonylam^ 
[l]benzopyrano[3,4-f]quinoline, 
2,5-dihydro-10-methoxy-5-(carboethoxy)-2^ 
flquinoline, 

2,5-dihydro-10-methoxy-5-(cyclopentyl^^ 
flquinoline, 

2,5-dihydro- 10-methoxy-5-( 1 -methylpropa- 1 ,2-dienyl)-2,2,4- trimethyl- 1 H- 

[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(3,4,5-trinu^^ 

[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(cyclohexyl)-2,2,4-ri^ 

flquinoline, 

2,5-dihydro- 10-methoxy-5-(2-pyridyl)-2,2,4-trimethyl- 1 H-[ 1 ]benzopyrano[3,4- 
f]quinoline, 

2,5-dihydro- 10-methoxy-5-(3-pyridyl)-2,2,4-trimethyl- 1 H-[ 1 ]benzopyrano[3,4- 
flquinoline, 

2,5-dihydro-10-methoxy-5-(4-pyridyl)-2,2,4-^ 
flquinoline, 

(10-chloro-9-hydroxy-5-(3-propenyl)-2,2,4-trimethyl-lH-2,5-dihydro- 
[ l]benzopyrano[3,4-f|quinoline, 

10-chloro-9-hydroxy-5-phenyl-2,2,4-trimethyl-lH-2,5-dihydro- 
[ l]benzopyrano[3,4- flquinoline, 

1 0-chloro-9-hydroxy-5-(3-trifluoromethylphenyl)-2,2,4-trimethyl- 1 H-2,5-dihydro- 
[ l]benzopyrano[3,4-f]quinoline, 



-310- 



WO 99/41256 



PCT/US99/03127 



10^hloro-9-hydroxy-5-(3,5^ira 
[l]benzopyrano[3,4-flquinoline, 

rel-(5S, 37?)-9-hydroxy- 10-methoxy-5-[ l-hydroxymethyl-3-cyclohexenyl]-2,2,4- 
trimethyl-2,5-dihydro- 1 H-[l]benzopyrano[3,4-flquinoline, 
440 (0 2,5(S)-dihycko-9-hydimy-10-cM^^ 

[l]benzopyrano[3,4-f]quinoline, 

(-) 2,5(S)-dihydro-9-hydroxy- 10-chloro-2,2,4-trimethyl-5-(3R-cyclopenteny 1)- 1H- 

[ 1 ]benzopyrano[3,4-f]quinoiine, 

10^Moro-9-hydroxy-5-(3,5-dichloropte^ 
445 [ l]benzopyrano[3,4-flquinoline, 

(+)-(5R, 3'S) 2 t 5-dihydro-9-hydroxy«10-chloro-2 t 2,4-tiimethyl-5-(3- 

cyclopenteny 1)- 1 H-[ 1 ]benzopyrano[3,4-f]quinoline, 

(+)-(5R, 3'R)2 t 5-dihydro-9-hydroxy-10-chloro-2 t 2,4-trimethyl.5-(3- 

cyclopenteny 1)- 1 H-[ 1 ]benzopyrano[3,4-f]quinoline, 
450 10^hloro-9-hydroxy-5-(3,4-difluorophen^^ 

[ l]benzopyrano[3,4-f]quinoline, 

9-10-methylenedioxy-5-phenyl-2,2,4-triraethyl-lH-2,5-dihydro- 
[ l]benzopyrano[3,4-fIquinoline, 

5-(3-propenyl)-9-chloro- 1 0-etheny 1-2,2 ,4-trimethyl-2,5-dihydix>-lH- 
455 [l]benzopyrano[3,4-f]quinoline, 

9- chloro- 10-methoxy-5-phenyl-2,2 t 4-trimethyi-2,5-dihydro- 1 H- 
[l]benzopyrano[3,4-f]quinoline f 
5-(3-propenyl)-9-chloro-10-difluorometh^^ 
[l]benzopyrano[3,4-f]quinoline, 

460 9-cWoro-10-difluoromethoxy-5-phenyl-2,2,4-trimethyl-2 t 5--dihydro-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

8-fluoro- 10-methoxy-5-phenyl-2,2,4-trimethyl-2,5-dihydro- 1H- 
t l]benzopyrano[3,4-f]quinoline, 

5-(3-propenyl)-8-fluoro-10-methoxy-2 t 2Atrimethyl-2,5-dihydro-lH- 
465 [l]benzopyrano[3,4-f]quinoline, 

(10-methoxy-9-fluoro-5-(3-propenyI).2 f 2 t 4-triraethyl-lH-2,5-dihydro- 
[ l]benzopyrano[3,4-f]quinoline, 

10- methoxy-9-hydroxy-5-(3-propenyl)-2,2,4-trimethyl-lH-2,5-dihydro- 
[ l]benzopyrano[3,4-f]quinoline, 

470 (+/-) 2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3-cyclohexenyl)-lH- 

[l]benzopyrano[3,4-f]quinoIine, 
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(+/•) 2,5-dihydro-9-hydroxy-10-methoxy-2,2Atri^ 
y 1 )- 1 H- [ 1 ]benzopyrano[3,4-f]quinoline, 

(-) (5S, 3*S)-9-hydroxy'5-[l-methyl-3-cyclohexenyl]- 10-methoxy-2,2 f 4-trimethyl- 
475 2 f 5-dihydro-lH-[l]benzopyrano[3,4-flquinoline, 

(-f)(5R,3'R)-9-hydroxy.5-[l-methyl-3-cyclohexenyl]- 10-methoxy-2,2^trimethyl- 
2,5-dihydro- 1 H-[ 1 ] benzopy rano[3,4-f]quinoline, 

(+)(5R,3 , S)-9-hydroxy-5-[l-methyl-3-cyclohexenyl]- 10-methoxy-2,2,4-trimethyl- 

2,5-dihydro- 1 H-[ 1 ]benzopyrano[3,4-f|quinoline f 
480 (-) (5S3*R)-9-hydroxy-5-[l-methyl-3-cyclohexenyl]- 10-methoxy-2 t 2 t 4-trimethyl- 

2,5-dihydro- lH-[ 1 ]benzopyrano[3 t 4-f]quinoline, 

re/-(5S3'R>9-hydroxy-5-[l-hydroxy^^ 

trimethyl-2 t 5-dihydro- 1 H-[ 1 ] benzopyrano[3,4-f]quinoline, 

(+/-) (5S,3*R) 2,5-dihydro-9-hydroxy- 10-methoxy-2,2,4-trimethyl-5-(l- 
485 methylcyclohexen-3-y 1 )- 1 H-[ 1 ]benzopyrano[3,4-f]quinoIine t 

r^/-(5S,3'R)-9-hydroxy-5-[l-methoxymethyl-3-cyclohexenyl]- 10-methoxy-2,2 f 4- 

trimethyl-2 f 5-dihydro-lH-[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy- 1 0-methoxy-5-propyl-2,2,4-trimethyI- 1 H- 

[l]benzopyrano[3,4-f]quinoline, 
490 (-) (5S,3'S) 2,5-dihydro-9-hydroxy- 10-methoxy-2,2,4-trimethyl-5-(3- 

cycloheptenyl)-iH-[l]benzopyrano[3,4-f]quinoline, 

(-) (5S,3'R) 2,5-dihydro-9-hydroxy-10-methoxy-2 t 2,4-trimethyl-5-(3- 

cycIoheptenyl)-lH-[l]benzopyrano[3,4-f]quinoline t 

2,5-dihydro-9-hydroxy-10-methoxy -2,2Atrimethyl-5-phenyl-lH- 
495 [l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy- 1 0-methoxy-2,2,4-trimethyl-5<3,5-difluorophenyl)- 1 H- 

[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy- 10-metho^ 

[l]benzopyranot3,4-f]quinoline, 
500 5-butyl-2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-lH- 

[l]benzopyrano[3,4-f]quinoline, 

(-) (5S,3'S) 2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3- 
cyclopentenyl)-lH-[l]benzopyrano[3,4-f]quinoline t 
(-) (5S,3'R) 2 t 5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3- 
505 cyclopenteny 1 )- 1 H-[ 1 ]benzopyrano[3 ,4-f]quinoline t 

2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimeto^^ 
[l]benzopyrano[3,4-f]quinoline, 
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2^-dihydro-9-hydroxy-10-methoxy-2£,4-trime^ 
[ l]benzopyrano[3,4-f]quinoline, 
5 10 2,5-dihydro-9-hydroxy- 1 0-methoxy-2^,4-trimethyl-5-(3- trifluoromethylphenyl}- 

lH-[l]benzopyrano[3,4-f]quinoline t 

2^-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-.5-(3-5- 
bistrifluoromethylphenyl)-lH41]benzopyrano[3,4-f]quinoline, 
2^-dihydit)-9-hydroxy-10-methoxy-2,2 f 4-trimethyl-5-(3-t^ 
5 15 chlorophenyl)- 1 H-[ l]benzopyrano[3,4<Jquinoiine, 

2,5-dihydro-9-hydroxy- 10-methoxy-2 t 2,4-trimethyi-5-(2.methylpropyI)- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

2 t 5-dmydro-9-hydroxy-10-raethoxy-2,2 f 4-trimethyl-5-(3-fluoro-4^Woropte 
1 H-[ 1 ] benzopyrano [3,4-f]quinoline t 

520 2,5-dihydro-9-hydroxy-10-methoxy-2 t 2 t 4-trimethyl-5-(3-buienyl)-lH- 
[ l]benzopyrano[3,4-f]quinoline f 
2^-dihydro-9-hydroxy-10-methoxy-5-(phenylm^ 
[ l]benzopyrano[3,4-f]quinoline t 

(-) (5S,3'R) 2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-[l-ethyl-3- 
525 cyclohexenyl]-lH-[l]benzopyrano[3,4-f]quinoline, 
(-) (S) 5-cyclopentyl-2,5-dihydro-9^ 
[l]benzopyrano[3,4-f]quinoline, 

(+) (R) 5-cyclopentyl-2 t 5-dihydro-9-hydroxy-10-methoxy-2,2 f 4-trimethyl.lH- 
[ l]benzopyrano[3,4-f]quinoline, 
530 2^-dihydro-9-hydroxy-10-methoxy-5-(3-propynyl)-2 t 2,4-trimethyl-lH- 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy-10-methoxy-2 t 2,4-trimethyl-5-(2-propyl)-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

2 t 5-dihydn>-9-hydroxy-10-methoxy-2 f 2,4-trimethyl-5-(5-m^ 

535 [l]benzopyrano[3,4-f]quinoline, 

(±) 2,5-dihydro-9-hydroxy- 10-methoxy-2,2 f 4-trimethyl-5-(2,3,4,5,6- 
pentafluorophenyl)-lH-[l]benzopyranot3,4-f]quinoline, 
(+/-)2 f 5-dihydro-9-hydroxy.l0-methoxy-2,2,4-trimethyl-5(S)-(3(S)-l- 
hydroxymethylcyclopenten-3-yl)-lH-[l]benzopynmo[3,4-f]quinoline, 

540 (+/-) 2 t 5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5(S)-(3(S)-l- 

methylcarboxylatecyclopenten-3-y 1 )- 1 H-[ 1 ]benzopyrano[3 ,4-f]quinoline, 
(-) (5S,3*S) 2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3- 
cyclohexeny 1 )- 1 H-[ 1 ]benzopyrano[3,4-flquinoline, 
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(-) (5S3'R) 2,5-dihydro-9-hydroxy-10-methoxy-2,2 t 4-trimethyi-5-(3- 
545 cyclohexeny 1 )- 1 H-[ 1 ]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy- 10-methoxy-2 t 2.4-trimethyl-5-(2-thienyl)- 1H- 
[l]benzopyrano[3,4-qquinoline, 

(±) 2^-dihydro-9-hydroxy-10-methoxy-2,2Atrimethyl-5-(2-methylpheny -1H- 

[ l]benzopyrano[3,4-f]quinoline, 
550 2^^hydro-9-hydroxy-10-methoxy-2,2Atrime^ 

propenyl)- lH-[ 1 ]benzopyrano[3,4-f]quinoline t 

(+) (5R,3'S) 2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-t™ 

cyclohexeny 1]- 1 H- [ 1 ] benzopyrano [3,4-f]quinoline T 

2,5-dihydro-9-hydroxy- 10-methoxy-2,2,4-trimethyl-5-cyciohexyl- 1H- 
555 [ 1 ]benzopyrano[3,4-f]quinoline, 

2 f 5.5-trihydro-9-hydroxy- 1 

fjquinoline, 

2^-dihydro-9-hydroxy-10-methoxy.2 f 2,4-trimethyl-5-(2-hydroxymethyl-3- 
propenyl)-lH-[l]benzopyrano[3,4-f]quinoline, 
560 methyl 2-[2,5-dihydro-9-hydroxy-10-methoxy-2 f 2,4-lrimethyHH- 

[l]benzopyrano[3,4-f]-5-quinolinyl] acetate, 

(Z) 2,5-dihydro-9-hydroxy- 10-methoxy-2,2,4-triraethyl-5-(2-butenyl)-lH- 
[l]benzopyrano[3,4-f]quinoline, 

2^-dihydro-9-hydroxy-10-methoxy-2,2Art^ 
565 [ l]benzopyrano[3,4-f]quinoline, 

(+) (5S,3'S) 2,5-dihydro-9.hydroxy-10-methoxy-2,2,4-trimethyl-5-(3- 
cyclohexeny 1)- 1 H-[ 1 ]benzopyrano[3,4-f]quinoline, 
(+) (5R,3*R) 2,5-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyI-5-(3- 
cyclohexeny 1 )- 1 H-[ l]benzopyrano[3 f 4-f]quinoline, 
570 (+) (5R,3'S) 2,5(R)-dihydro-9-hydroxy- 10-methoxy-2,2,4-trimethyl-5-(3- 

cyclopentenyl)-lH-[l]benzopyrano[3,4-f]quinoline, 
(+)(5R,3'R)2 t 5(R)-dihydro-9-hydroxy-10-methoxy-2,2,4-trimethyl-5-(3- 
cyclopenteny 1)- 1 H-[ 1 ]benzopyrano[3 t 4-f]quinoline, 

rel-(5S)-9-hydroxy-5-[(3R)-(l-methoxycarbonyl)cyclohexen-3-yl]- 10-methoxy- 
575 2 f 2,4-trimethyl-2,5-dihydro- lH-[ l]benzopyrano[3,4-f|quinoline, 

2 f 5-dihydro-9-hydroxy- 1 0-methoxy-2,2,4-trimethyl-5-(2-methy 1-3-propeny 1)- 1 H- 
[ l]benzopyrano[3,4-f]quinoline, 

9a0-Dimethoxy-5-(3-propenyl)-2,2,4-trimethyl-lH-2,5-dihydro- 
[l]benzopyrano[3,4-f]quinoline, 
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580 940-Dimethoxy-5-[3K:yclohex^^ 

[ 1 ]benzopyrano[3,4-f]quinoline f 

10-methoxy-9-ethoxy-5-(3^ 

[ 1 ]benzopyrano [3 f 4-f]quinoline- 

10-methoxy-9-(3-propenyloxy)-5-(3-pro^^ 
585 [l]benzopyrano[3,4-£]quinoIine, 

10-roethoxy-9-(3-propynyloxy)-5-(3-propeny^ 

[ 1 ]benzopyrano[3 ,4-fJquinoline, 

2,5-dihydro-9-acetoxy- 10-methoxy-2 f 2,4-trimethyl-5-(2-propenyl). 1H- 
[l]benzopyrano[3,4-f]quinoline, 

590 2 > 5-dihydro-9-(4-N # N-dimeihylamino-4-oxo-butanoyloxy>10-methoxy-2,2 f 4- 
trimethyl-5-(2-propenyl)-lH-[l]ben2opyrano[3 f 4-f]quinoline, 
7-bromo -5-[3-cyclohexenyl]- 10-methoxy-2,2,4-trimethyl-2,5-dihydro-lH- 
[ l]benzopyrano[3,4-flquinoline t 

10-methoxy-7-bromo-5-(3-pix^ 
595 [ l]benzopyrano[3,4-f]quinoline, 

7-bromo-5-[ l-methyl-3-cyclohexenyl]- 10-methoxy-2,2,4-trimethyl-2,5-dihydro- 
lH-[l]benzopyrano[3,4-f]quinoline, 

10-raethoxy-9-bromo-5-(3-propenyl)-2 t 2,4-trimethyl- 1 H-2,5-dihydro- 
[ l]benzopyrano[3,4-f]quinoline, 
600 7,9-Dibromo- 10-meihoxy-5-(3-propenyl)-2 t 2,4-trimethyl- lH-2,5-dihydro- 

[ l]benzopyrano[3,4-f]quinoline, 

7,9-Dibromo-5-[cyclohexen-3-yl]- 10-methoxy-2,2,4-trimethyl-2,5-dihydro-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

7,9-Dibromo-5-[l-methyl-3-cyclohexenyl]-10-methoxy-2,2,4-trim 
605 dihydro-lH-[l]benzopyrano[3,4-f]quinoline, 
10-methoxy-7-(2-ethenyl)-5-(^^ 
[ l]benzopyrano[3,4-f]quinoline, 
10-methoxy-7-methyl-5^3-prope^^^ 
[ l]benzopyrano[3,4-f]quinoline, 

610 10-methoxy«7-acetyl-5<3-propenyl)-2 f 2Atrimethyl-lH-2,5-dihydro- 
[ llbenzopyranotS^flquinoline, 

(+/-) 2,5-dihydro-9-methyl-10-methoxy-2,2,4-trimethyl-5-(l-methylcy 
y 1 )- 1 H-[ 1 ] benzopyrano[3 ,4-fjquinoline, 
10-methoxy-7-methyl-9-methyl-5-(3-pro^^ 
615 [l]benzopyrano[3,4-nquinoline, 
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10-cMoro-5-(3-propenyl)-2,2,4-ri^ 
f]quinoline, 

(+/-) 2,5-dihydro-10^hloro-2£ 
fjquinoline, 

2 f 5-dihydro-10-methoxy-5-(3-(N-methyl-N- 

(cart>omethoxymethyi)aminocarbonyloxy)pte^ 

[l]benzopyrano[3,4-Qquinoline, 

2,5-dihydro-10-methoxy-5-(3-(N-methyl-N-(N- 

methylcarbonyl)aminocarbonyloxy)phenyl)-2,2,4-trimethyl-lH- 

[ l]benzopyrano[3,4-f]quinoline, 

2^-dihydro-10-raethoxy-5^3-(N-methylaminocarbonyloxy)phenyl)-2,2,4- 
trimethyl- lH-[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-(3K2-hydroxyethyl)phenyI)-2,2,4-trimethyI- 1H- 

[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(3-(2-methan^ 

lH-[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-10-methoxy-5-(3-(2-methy^ 

[l]benzopyrano[3,4-Qquinoline, 

2 t 5-dihydro-10-meihoxy-5-(3-(2KN % N-diraethylaminocarbonyloxy)ethyl)phenyl). 
2,2,4-trimethyl- lH-[l]benzopyrano[3,4-f]quinoline, 
2,5-dihydro-10-methoxy-5-(3-(2-(N t N^^ 
trimethyl- 1 H-[ 1 ]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxy-5-cyclopropyl-2,2,4-trimethyl- lH-[ l]benzopyrano[3,4~ 
fjquinoline, 

2,5-dihydro-10-methoxy-5-ethenyl-2,2,4-^ 
fjquinoline, 

trans 2,5-dihydro- 10-methoxy-5-(2-phenylethenyl)-2 t 2,4-trimelhyMH- 
[ l]benzopyrano[3,4-flquinoline, 

2^-dihydro- 10-methoxy-5-(2-phenylethynyl).2 t 2,4-trimethyl- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

cis 2,5-dihydro»10-methoxy-5-(2-phenylethenyl)-2 > 2 i 4-trimethyl- 1H- 
[ 1 ] benzopyrano [3 ,4- f] quinoline, 

2^-dihydro-10-raethoxy-5<2-methylpropenyl)-2,2Atrimethyl-lH- 
[ 1 ]benzopyrano[3 ,4-f]quinoline, 

trans 2,5-dihydro- 10-raethoxy-5-(l-cyclohexenyl)-2,2,4-trimethyHH- 
[ l]benzopyrano[3,4-f]quinoline, 
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2^-dihydro-l(K2-fun^ 
fjquinoline, 

2>dihydro-10-cyano-5-(3-propenyI)-2,2,4-^ 
fjquinoline, 

2^-dihydro-10-carboxy-5-(3-propenyl).2,2,4-trimethyl-lH^ 
fjquinoline, 

2,5-dihydro-10-(2-hydroxymethyl)-5-(3-pro^ 
[ l]benzopyrano[3,4-f]quinoline, 
2,5-dihydro-10-foirayl-5-(3-propenyl^ 
fjquinoline, 

2,5-dihydro- 10-aminomethyl-5-(3-propenyl)-2,2 ,4-trimethyl- 1H- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro- 10-methoxymethyl-5-(3-propenyi)-2,2,4-trimethyl- 1H- 

[l]benzopyrano[3,4-flquinoline, 

2,5-dihydro-10-ethenyl-5-phenyl-2,2,^^ 

fjquinoline, 

2,5-dihydro-10-ethynyl-5-phenyl-2,2,4-ti^ 
fjquinoline, 

methyl 2,5-dihydro-5-phenyl-2,2,4-trimethyl- lH-[ l]benzopyrano[3,4-f]quinoline- 
10-carboxyiate, 

2,5-dihydro- 10-(hydroxy methyl)- 5-phenyl-2,2,4-trimethyl-lH- 
[l]benzopyrano[3,4-fjquinoline, 

2 f 5-dihydro-10-formyl-5-phenyl-2.2,4-trimethyl-lH-[l]benzopyrano[3,4- 
f]quinoline, 

2,5-dihydro-10-(raethoxymethyl)-5-phenyl-2^ 
fjquinoline, 

2,5-dihydro- 1 0-ethenyl-5-oxo-2,2,4-trimethyl- 1 H-[ 1 ] benzopyrano[3,4-f]quinoline 

5-(3K:yclohexenyl)-2^-dihydro-10-ethenyl-2,2,4-trimethyl-lH- 

[ l]benzopyranot3,4-f]quinoline, 

2,5-dihydro- 10-ethenyl-5-[ l-methyl-3-cyclohexenyi]-2,2,4-trimethyl-lH- 
[ l]benzopyrano[3,4-£]quinoline, 

2,5-dihydrcH5-(3-propenyl)-10-methylthio-2,2,4-trimethyl-lH-[l]benzopyranoP 
fjquinoline, 

2^-dihydro-5-(3-propenyl)-10-methylthio-2,2,4-trimethyl-lH-[l]benzopyrano[3,4 
fjquinoline, 

(+/-) 2,5-dihydro-9-(4-acetamidobutanoyloxy)-10-methoxy-2,2,4-trimethyI-5-allyl- 
1 H- [ 1 ] benzopy rano [3,4-f]qiiinoline t 
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10-(dmuoromethoxy)-2 f 5-dihydro-5-phenyl-2^,4-trimethyl-lH- 
690 [l]benzopyrano[3,4-f]quinoline t 

10-(bromodifluoromethoxy)-2,5-dihydro-5^^^ 

[ l]benzopyrano[3,4-f]quinoline t 

l(Mbromodifluoromethoxy)-5-phenyl-2,2-dim^ 

tetrahydro- lH-chromeno[3,4-flquinoline, 
695 2,5-dihydn>-9-hydroxy-10-methoxy-2A4-^ 

- 1 H-[ 1 ]benzopyrano[3,4-f]quinoline t 

10-methoxy-5-(5-methylisoxazol-3-yl)me^ 

trimethyl- 1 H-[ 1 ]benzopyrano[3 ,4-f]quinoline, 

10-raethoxy-5-(3-methylisoxazoi-5-yl)meth^ 
700 trimethyl-lH-[l]benzopyrano[3,4-f]quinoline, 

10-methoxy-5-(4,5-dimethyl-l,3-oxazoW 

2,2Atrimethyl-lH-[l]benzopyrano[3,4-f]quinoline, 

10-methoxy-5-(6-chloropyridin-2-yl)methyidene-2,5-dihydro-5-phenyl.2 t 2^ 

trimethyl-lH-CllbenzopyranotS^-flquinoiine, 
705 10-methoxy-5-(pyridin-2-yl)methyidene-2,^^ 

[ l]benzopyrano[3,4-f]quinoline, 

10-methoxy-5-(but-3-enyUdene)-2,5-dih^^ 

[ l]benzopyrano [3,4-flquinoline, 

10-methoxy-5-(l-methylpropylidene)-2,5^^ 
710 [l]benzopyrano[3,4-f]quinoline, 

lC^methoxy-5-(l-butylidene)-2,5^ 

[ 1 ]benzopyrano[3,4-f]quinoiine, 

2,5-dihydro- 10methoxy-2,2,4-trimethyl-3-oxide-5-phenyl- lH-[ l]benzopyrano[3,4- 
fjquinazoline, 
715 2,5-dihydro- 10-methoxy-2,2,4-m^ 

f]quinazoline, 

2,5-dihydro-10-methoxy-2,2-[spiro(tetrahydro-^ 
[ l]benzopyrano[3,4-f]quinoline, 
2,5-dihydro-10-methoxy-2,2-[spiro(hexy^ 
720 f]quinoline, 

2,5-dihydro- 1 0-methoxy-2,2-diethyl-4-methyl-5-allyl- 1 H-[ 1 ]benzopyrano[3,4- 
fjquinoline, 

2>dihydro-10-methoxy-2,2,3,4-tetramethyl-5-allyl-lH-[l]benzopyranot3,4- 
flquinoline, 
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2^ihydro-10-methoxy-2,2-d^^ 
fjquinoline, 

2,5-dihydro- 10-methoxy-2,2,3-trimethyl-5-aUyl- 1 H-[l ]benzopyrano[3,4- 
fjquinoline, 

Z-5-(benzyUdenyl)-9-hydroxy-10-methoxy-2,2,4^ 

[l]benzopyrano[3 f 4-fJquinoline, 

Z-5-(2 f 5-difluorobenzyUdenyl)-9-hydr^ 

dihydro-[l]benzopyrano[3 t 4-f|quinoline, 

Z-5-(3-fluorobenzyUdenyl)-10-cMoro-9-hydro^ 

[ l]benzopyrano[3 t 4-f]quinoline, 

Z-10-chloro-9-hydroxy-5-(2-picoliny^^ 

[ l]benzopyrano[3 t 4-f]quinoline, 

Z-9-hydroxy-10-methoxy-5-(2-picolinylideny 

[l]benzopyrano[3,4-f]quinoline, 

9-hydroxy-10-methoxy.5-(3,5^fluorophenyl)methyUdene-2,5^ihydro-5-phenyl- 
2,2 f 4-trimethyl-lH-[l]benzopyrano[3,4-flquinoline, 

9-hydroxy-10-methoxy-5-(3 t 4-difluorophenyl)methylidene-2,5-dihydro-5-phenyl- 
2,2,4-trimethyl- 1 H-[ 1 ] benzopyrano[3,4-f]quinoline, 
(Z) 9-hydroxy-10-me*oxy-5-((4-fluoro 
dihydro- [l]benzopyrano[3,4-f]quinoline, 

(Z)-9-hydroxy-10-methoxy-5-([2^-difluorophenyl]methylene)-2,2Atrimethy 

2,5-dihydro-[l]benzopyrano[3,4-f]quinoline, 

Z-5-(3-fluorobenzylidenyl)-10-methoxy 

1 H- [ 1 ] benzopyrano [3 ,4-f]quino line , 

re/-(5S,3*R)-9-hydroxy-5-[l-methoxymethyW^ 

trimethyl-2,5-dihydro- 1 H-[l]benzopyrano[3,4-f]quinoline t 

9-hydroxy-10-methoxy-5-ethyl-2 f 2,4-trimeihyl-2,5-dihydro-lH- 

[l]benzopyrano[3,4- fjquinoline, 

(+/-) 2, 5-dihydro-9-cyanomethoxy- 10-methoxy-2,2,4-trimethyl-5-allyl- 1H- 
[ l]benzopyrano[3,4-f]quinoline f 

2,5-dihydro-9-(4-N,N-diethylamino^oxo-butanoyloxy)-10-meihoxy-2,2 t 4- 

trimethyl-5-(2-propenyl)-lH-[l]benzopyrano[3,4-f]quinoline, 

2^-dihydro-9-(4-N-piperidino-4-oxo-butanoyloxy)^^ 

(2-propenyl)- 1 H-[ 1 ]benzopyrano[3,4-flquinoiine, 

2^-dihydro-9-(4-N-moiphoIino-4-oxo-butM^^ 

5-(2-propenyl)-lH-[l]benzopyrano[3,4-f]quinoline, 
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2^-dihydro-9-(4-N,N-dimethyl^ 
uiraethyl-5-(3A5-trmuoropheny^ 
2>dihydn>-9-hydroxy-10-methoxy-2^ 
lH-[l]benzopyrano[3,4-f]quinoline, 

2^-dihydro-9-hydroxy- 10-chloro2,2,4-irimethyl-5-(2-thienyl)- 1H- 
[l]benzopyrano[3,4-£]quinoUne, 

2,5-dihydro-9-hydroxy-10-methoxy-2 t 2,4-triraethyl-5-cyclo^ 
[l]benzopyrano[3,4-f]quinoline t 

2^-dihydro-9-hydroxy-10-methoxy-2,2At^ 
- lH-[l]benzopyrano[3,4-f]quinoline, 
2^-dihydro-9-hydroxymethyl-10-methoxy^ 
[ l]benzopyrano[3,4-f|quinoline t 
2,5-dihydro-9-hydroxy- 10-me^^ 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-methyicarboxylate- 10-methoxy-2,2 Atrimethyl-5-allyl- 1H- 
[ l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy- 10-methoxy-2 f 2,4-trimethyl-5-allenyl- 1H- 
[l]benzopyrano[3,4-f]quinoline, 

(-) (5S, 3'S) 2,5-dihydro-10-melhoxy-2,2,4-trimethyl-5-(cycIopenten-3-yl)-lH- 
[l]benzopyrano[3,4-f]quinoline, 

(-) (5S, 3'S) 2 t 5-dihydro-10-methoxy-2 f 2,4-trimethyl-5-(cyclohexen-3-yl).lH- 
[l]benzopyrano[3,4-f]quinoline, 

(-) (5S, 3'R) 2,5-dihydro-10-methoxy«2 t 2AtrimethyI-5-(cyclohexen'3-yl)-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

(-) (5S, 3'R) 2,5-dihydro-10-methoxy-2,2 t 4-trimethyl-5-(cyclopenten-3-yl)-lH- 
[l]benzopyrano[3,4-f]quinoline, 
2^-dihydro-9-hydroxy-10-methoxy-2,2,^^ 
[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy- 10-methoxy-2.2 Atrimethyl-5-(3-acetoxyphenyl) - 1H- 
[ l]benzopyrano[3,4-f]quinoline, 
10-dmuoromethoxy-5-[[3-(meto^^ 
dihydro- [ 1 ]benzopyrano[3,4-f]quinoline, 

2 t 5-dihydro-7-bromo-9-hydroxy-10K:hloro-2,2Atrimeihyl-5-allyl-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

2£-dihydn>-9-hydroxy-10-methoxy-2,2,4~t^ 
[l]benzopyrano[3,4-f]quinoline, . . 
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2,5-dihydro-9-methylthiomethoxy-10-meto^ 

(methylthio)methoxyphenyl^lH-[l]benzopyrano[3^f]quinoline f 

2^-dihydro-9-hydroxy-10-methoxy-2,2,4-.trimethyl-5-(3- 

(methylthiomethoxy)phenyl)- 1 H-[ l]benzopyrano[3 t 4-f]quinoline, 

9-hydroxy-10-chloro-5-(phenylmethylene)-2 t 2,4.trime^ 

[ l]benzopyrano[3,4-f]quinoline f 

2^dihydro-9-hydroxy- 10-cM^ 

dimethylcarbamoyloxy]phenyl)-l^^ 

2,5-dihydro-9-N,N-dimethylc^ 

dimethylcarbamoyloxy]phenyl)-lH.[l]benzopyrano[3Anquinoline f 

2,5-dihydro-9-hydroxy-10K:hloro-2,2,4-t^^ 

fjquinoline, 

2,5-dihydro-9-hydroxy-10-chloro-2,2 t 4-trimethyl.5-isopropyl-lH- 
[ l]benzopyrano[3,4-f]quinoline, 

9-hydroxy-10-methoxy-5-(phenylmethylene)-2^ 
[ l]benzopyrano[3,4-f]quinoline, 
2,5-dihydro-9-hydroxy-10-chloro-2^ 
fjquinoline, 

2,5-dihy dro-9-hydroxy- 1 0-chloro-2,2,4-trimethyl-5-( 1 -thiazol-2-yl)- 1 H- 

[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy-10-chloro-2,2,4-^ 

1 1 ]benzopyrano[3,4-f]quinoline, 

2,5-dihydn>-9-hydn>xymethyl-10K:hloro^ 

[ i]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy-10-chloro-2 f 2,4-trimethyl-5-propyMH- 
[l]benzopyrano[3,4-f]quinoline, 

9-hydroxy- 10-raethoxy-5-([3-fluorophenyl]methylene)-2^,4-trimethyl- lH-2,5- 
dihydro- [ l]benzopyrano[3,4-f]quino!ine, 

9-hydroxy- 10^hloro-5-([2-pyridyl]methylene)-2,2,4-trimeihyl- lH-2,5-dihydro- 

[ l]benzopyrano[3,4-f]quinoline, 

rei-(5S)-9-hydroxy-5-[(3S)-(l-hydrox^ 

trimethyl-2^-dihydro-lH-[l]benzopyi^o[3,4.nquinoline, 

rei-(5S)-9-hydroxy-5-[(3S>(l.methoxycarbonyI)cyclohexen-3-yl]- 10-methoxy- 

2,2,4-trimethyl-2,5-dihydro-lH.[l]benzopyrano[3,4-nquinoline, 

2^-dihydro-9-hydroxy-10-methoxy-2,2,4^ 

[ 1 ]benzopyrano[3,4-f]quinoline, 
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(•) (5S3'S) 2,5nlihydro-9-hydroxy.l0.chloro-2,2Atrimethyl-5-(l- 

methylcyclohexen-3-yl)-lH-[l]benzopyi^o[3Af]quinoline, 

(-) (5S,3'R) 2 t 5-dihydro-9-hydroxy-10-chloro-2 t 2Atrimethyl-5-(l- 

methylcycIohexen-S-yO-lH-flJbenzopyranotSAflquinoline^ 

(+) (5R3'S) 2 f 5-dihydro-9-hydroxy-10-chloro-2 f 2,4-trimethyl-5-(l- 

methylcyclohexen-3-y 1 )- 1 H-[ 1 ]benzopyrano[3 ,4-f]quinoline, 

(+) (5R,3*R) 2,5-dihydro-9-hydroxy-10<hIoro-2,2Airimethyl-5-(l- 

methylcyclohexen-3-y 1 )- 1 H-[ 1 ]benzopyrano[3, 4-f]quinoline, 

(+/-) 2^-dihydro-9-(4-N,N-dimelhylamino-4-oxo-butanoyloxy)- 10-chloro-2,2,4- 

trimethyl-5-allyl- lH-[ l]beiuopynmo[3,4-flquinoline, 

(-) 2 t 5-dihydro-9-hydroxy- 10-chloro-2,2 f 4-trimethyl-5-cyclopentyl- 1H- 

[ 1 ] benzopyrano [3 ,4-fJquinoline, 

2£-dihydro-9-(4-N,N-dimethylamino-4-oxo-^^ 

trimethyl-5-(l-methyleto^^ 

2,5-dihydro-9^4-N,N-dimethylamino-4-oxo-but^ 

(phenylmethyl)-2,2,4-trimethyl- lH-[ l]benzopyrano[3 ,4-f]quinoline, 

2,5-dihydro-9-(4-N,N-dimethylamino-4-oxo-butanoyloxy)-10-methoxy-2,2,4- 

trimethyl-5-(2-thienyl)-lH-[l]benzopyrano[3,4-f]quinoline, 

2^-dihydro-9«(4-N>N-dimethylaminobut^ 

(2-propenyI)- 1 H-[ l]benzopyrano[3,4-f]quinoline, 

9-(2^thoxy-2-oxo-ethyIaminocarbonyl)-oxy-10-methoxy-5-(3-propenyl)-2 f 2 > 4- 

trimethyl-lH-2,5-dihydro-[l]benzopyrano[3^nquinoline, 

(+/-) 2,5-dihydro-9-(3-acetamido-propanoyloxy)- 10-methoxy-2,2 t 4-trimethyl-5- 

allyl-lH-[l]benzopyrano[3,4-f]quinoline, 

(47-) 2,5-dihydro-9-hydroxy- 1 0-chloro-2,2,4-trimethyI-5-benzyl- 1H- 

[ l]benzopyrano[3,4-flquinoline, 

9-hydroxy-10-methoxy-5-(phenylmethy^^ 

[ l]benzopyrano[3,4-f]quinoline, 

9^dimethylammothiocarbonyl)-oxy-10-^^ 

lH-2,5-dihydro- [ l]benzopyrano[3,4-f]quinoline, 

(+/-) 2,5-dihydro-9KN-carbamoyl-2-aminoacet^ 

allyl- 1 H-[ l]benzopyrano[3,4-f]quinoline, 

(+/-) 2^-dihydro-9-(4-ethoxy-4-oxo-butoxy)-10-m^ 

lH-[l]benzopyrano[3,4-flquinoline, 

(-h/-) 2,5-dihydro-9-(4-oxo-pentanoyloxy)- lC^methoxy-2,2 Atrimethyl-5-alIyl- 1H- 
[l]benzopyrano[3,4-f]quinoline, 
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2,5^mydro-9-hydroxy- 10-chloro^ 
[l]benzopyrano[3 t 4-f]quinoline, 

2 t 5-dihydro-9-methylthiomethoxy- 10-methoxy-2,2 t 4-trimethyl-5-allyl- 1H- 

[ l]benzopyrano[3 f 4-f]quinoline, 

2,5-dihydro-9-(4-N,N^iethylamino^-oxo-pentano 

Uimethyl-5-(2-propenyl)-lH-[l]benzop^^ 

2^-dihydro-9-(4-N,N-dimethylamino-4-oxc^ 

trimethyl-5-(2-propenylHH-[l]benzopyran^ 

2^-dihydro-9-(4-N-piperidino^oxo-pentanoyloxy)-10-methoxy-2^ 
(2-propenyl)- 1 H-[ l]benzopyrano[3 t 4-f]quinoline f 

2 f 5-dihydro-9-(4-N-morpholino-4.oxo-pentanoyloxy)- 1 0-methoxy-2 t 2,4-trimethyl- 
5-(2-propenyl)- lH-[ l]benzopyrano[3,4-f]quinoline t 

(-) 2,5-dihydro-9-(4-N,N-dimethylamino-4-oxo-butanoyloxy). lO-methoxy-2,2,4- 
trimethyl-5(S)-(3(S)-l-cyc^^ 

10-methoxy-9-(dlylaminocarbonyl)oxy-5-(3-^^^ 
dihydro- [l]benzopyrano[3,4-f]quinoline t 
10-methoxy-9-(cyclohexylaminocarbonyl)^ 
2 t 5-dihydro-[l]benzopyrano[3,4-f]quinoline, 

2,5-dihydro-9-hydroxy- 1 0-methoxy-2,2,4-trimethyI-5-(3-thienyl)-lH- 
[l]benzopyrano[3,4-f]quinoline f and 
2>cUhydro-9-hydroxy-10-methoxy-2,2,4-trime 
lH-[l]benzopyrano[3,4-f]quinoline. 

A method of selectively modulating the activation, repression, agonism, and 
antagonism effects of the glucocorticoid receptor in a mammal comprising 
administering an effective amount of a compound of Claim 1. 
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36. A method of treating inflammation and immune, autoimmune and inflammatory 

diseases in a mammal comprising administering an effective amount of a compound 
of Claim 1. 
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